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It is the aim of this journal to provide the reader with abstracts of all important articles appearing in medical 
periodicals published in every part of the world, and in this way to enable him to keep in touch with new develop- 
ments throughout the whole field of medicine and in each of its special branches, including those aspects of surgery 
which are of particular concern to the physician. 


More than 1,600 periodicals are surveyed, from which are selected for abstracting those papers which appear 
to make some useful contribution to the sum of medical knowledge or experience. Each paper is abstracted in 
sufficient detail to indicate to the general reader the nature and value of that contribution and to enable the 
specialist to assess its importance in relation to his own work and to decide whether the original article should be 
read in full. The author’s own summary or an editorial summary published with the original article may occasion- 
ally be reproduced if it is suitable for these purposes, and the title and reference alone may be published in order to 
draw attention to a review article or other type of paper which cannot readily be abstracted. 


The abstracts in each issue are grouped in sections according to subject and, so far as possible, those dealing 
with medical and surgical aspects of the same problem appear together. The titles of papers written in languages 
other than English are given both in translation and in the original form. The titles of journals are given in full and 
also abbreviated according to the rules adopted in the World List of Scientific Periodicals, as modified by ISO 
Recommendation R4: International Code for the Abbreviation of Titles of Periodicals (International Standards 
Organization, 1957), and in World Medical Periodicals (Second Edition, World Medical Association, 1957). The 
transliteration of authors’ names from the Cyrillic alphabets is in accordance with ISO Recommendation R9: Inter- 
national System for the Transliteration of Cyrillic Characters (International Standards Organization, 1955). 


Explanatory or critical comments by the abstracter or editor are enclosed within square brackets. 
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SEPTEMBER, 1961 


Pathology 


A. C. ALLISON and B.S. BLumBerG. Lancet [Lancet] 1, 
634-637, March 25, 1961. 4 figs., 26 refs. 


A serum from an anaemic patient who had received 


approximately 50 transfusions was found to give strong 


precipitation with sera of some, but not all, normal sub- 
jects. It appears that an antigen/antibody reaction is 
involved. The antigen in some normal subjects is an 
a2-globulin, and the antibody in the patient is a 7S- 
y-globulin. The antigen appears to be inherited accord- 
ing to simple mendelian rules and its frequency varies 
in different racial groups. 

It is possible, though not proven, that antigen/antibody 
reactions were responsible for severe post-transfusion 
reactions in the patient, and similar processes may be 
involved in other unexplained post-transfusion reactions. 
—[Authors’ summary.] 


CHEMICAL PATHOLOGY 


550. Histochemistry of Glycogen, Ascorbic Acid, and 
Sulphydryl Groups in the Myocardium in Compensated 
and Decompensated Cardiac Cases. (Matepuans no 
rHCTOXMMHH PIMKOreHa, aCKOpOHHOBOM 
rpynn B MHOKapfe KOMMeH- 

S. S. KasaB’san. Apxue Ilamoaoeuu [Arh. Patol.) 23, 
41-46, No. 1, 1961. 4 figs., 14 refs. 


From the Dagestan Medical Institute the author pre- 
sents the results of a histochemical investigation of 85 
human hearts, including normal hearts as well as those 
of patients with compensated or decompensated cardiac 
disease. 

In the normal myocardium the distribution of glyco- 
gen, ascorbic acid, and the sulphydryl groups followed 
different patterns. Thus glycogen was found mainly 
along the periphery of the muscle fibres under the sarco- 
lemma in the form of axially elongated granules, while 
less often it was present around the nuclei or diffusely 
scattered. Ascorbic acid was observed in the form of 
small granules also on the periphery of the muscle fibres 
under the sarcolemma, but also followed the cross- 
striations in the dark disks. The sulphydryl groups 
appeared in the form of a very fine granulation in the 
intervening connective tissue, around the vessels, in 
the endothelium of small vessels and capillaries, and 
in the endocardium. 

Oo 


In contrast, in the hypertrophied areas of the diseased 
hearts in the stage of compensation glycogen and ascorbic 
acid were present in large quantities and were diffusely 
distributed throughout the sarcoplasm, whereas the 
sulphydryl groups were found under the sarcolemma 
and showed more intense staining than usual. In hearts 
in the stage of decompensation glycogen was diminished 
in quantity or had disappeared altogether from the muscle 
fibres, while ascorbic acid and the sulphydryl groups 
were also reduced in amount. A. Swan 


551. Identification of Urate Crystals in Gouty Synovial 
Fluid 

D.J. McCarty and J. L. HOLLANDER. Annals of Internal 
Medicine [Ann. intern. Med.| 54, 452-460, March, 1961. 
5 figs., 6 refs. 


The nature of the crystals observed in synovial fluid 
from patients with gout and the frequency of their occur- 
rence were studied at the University of Pennsylvania 
School of Medicine, Philadelphia. The fluid was 
examined by polarized light microscopy and a uricase 
digestion test was carried out on the crystals, which were 
found to be negatively birefringent with extinction on 
the long axis. Urate crystals from a subcutaneous tophus 
were seen to behave similarly under polarized light micro- 
scopy. 

Urate crystals were identified by polarizing microscopy 
in aspirated synovial fluid from 15 out of 18 patients with 
gout and by ordinary microscopy in fluid from only 11 
of the 18 patients. The crystals in 15 positive samples 
and in 2 out of 14 control samples from patients without 
evidence of tophi were specifically digested by uricase. 
On two occasions ordinary microscopy showed crystals 
that were not urate crystals. It is suggested that the 
concentration of urate in synovial fluid during an acute 
attack of gout is higher than that in the serum. In the 
authors’ view examination of synovial fluid under a 
polarized light microscope should be a standard diag- 
nostic procedure for gout. J. E. Page 


552. Serum-galactosamine: a Diagnostic Index of Liver 
Fibrosis in Liver Disease 


C. HirayaAMA, T. YOSHIKAWA, and H. Tapa. Lancet 
[Lancet] 1, 532-533, March 11, 1961. 2 figs., 8 refs. 


In this study reported from Kyushu University, 
Fukuoka, Japan, the serum hexosamine levels and the 
galactosamine: glucosamine ratio were determined in 15 
healthy control subjects, 10 patients with acute hepatitis, 
7 with chronic hepatitis, and 14 with hepatic cirrhosis. 
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The degree of cirrhosis was also assessed by liver biopsy 
examination in 13 patients. ~The mean serum hexosamine 
value per 100 ml. was 98+3-7 mg. in the normal sub- 
jects, 136+14-9 in acute hepatitis, 121+31-0 mg. in 
chronic hepatitis, and 149+15-2 in hepatic cirrhosis. 
The increased hexosamine level in liver disease is due 
mainly to galactosamine, particularly in hepatic cirrhosis. 
The galactosamine: glucosamine ratios were as follows: 
0-16+0-04 in the controls, 0-59+0-23 in acute hepatitis, 
0-55+0-40 in chronic hepatitis, and 1-07+0-36 in 
cirrhosis. The serum hexosamine and galactosamine 
values did not correlate well with the results of liver 
function tests, but raised galactosamine levels were found 
when there was fibrosis. M. Lubran 


HAEMATOLOGY 


553. Thrombotest versus One-stage Prothrombin-time 
Determination 

C. B. Moore and M. F. Beecer. New England Journal 
of Medicine [New Engl. J. Med.] 264, 681-684, April 6, 
1961. 5 figs., 12 refs. 


In view of the importance of reliable tests for the con- 
trol of anticoagulant therapy the authors have compared, 
at the Ochsner Foundation Hospital, New Orleans, the 
practicability and accuracy of the one-stage prothrombin- 
time (Quick’s) test with those of the “ thrombotest ” 
devised by Owren (Lancet, 1959, 2,754; Abstr. Wild Med., 
1960, 27, 427). A total of 147 tests were carried out in 
duplicate during a period of one month on 48 patients, 
while 23 control specimens of plasma were also tested. 
It was found that of 77 specimens of plasma judged by 
Quick’s test to be within the therapeutic range, 19 were 
i also in this range by the thrombotest, but the remaining 
F 58 were above the therapeutic range—that is, less coagu- 

lable—while 13 specimens were judged to be above the 
therapeutic range by both tests. 

In their discussion the authors note that the accepted 
therapeutic range for the control of anticoagulation 
therapy by the prothrombin time and that suggested by 
Owren for the thrombotest appear to result in somewhat 
different levels of anticoagulation. This, they suggest, 

: could in part be due to the use of different thromboplas- 
tins or anticoagulants in different centres; but it also 

* suggests that a slightly lower level of anticoagulation is 
aa used by Owren, and this level, if adopted for the Quick 
A test, would undoubtedly lead to fewer haemorrhagic 
i episodes and safer control of the therapy. However, if 

the unexplained haemorrhagic episodes are due to dis- 
proportionate depression of activity of Factor IX, 
Owren’s thrombotest should detect this. It is concluded 
that a long-term study is required to determine whether 
haemorrhage is in fact a less frequent complication of 
anticoagulant therapy controlled by Owren’s thrombo- 
test than of such therapy controlled by Quick’s one- 
stage prothrombin test. 
a The authors also studied the stability of Owren’s 
a method for laboratory use. It was shown that when 
a silicone tubes were used as recommended there was no 
: change in the thrombotest time during 6 hours, whereas 
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when ordinary glass tubes were used there was a pro- 
gressive shortening of the thrombotest times. The 
thrombotest reagent remained stable during 3 days of 
freezing and thawing. They conclude that the test is 
“* sufficiently simple, rapid, and economical to be prac- 
tical R. F. Jennison 


554. The Role of Red Cells in Haemostasis: the Rela- 
tion between Haematocrit, Bleeding Time and Platelet 
Adhesiveness 

A. J. HELLEM, C. F. BorcHGREviNnK, and S. B. Ames. 
British Journal of Haematology [Brit. J. Haemat.| 7, 
42-50, Jan. [received March], 1961. 4 figs., 17 refs. 


At the University Hospital, Rikshospitalet, Oslo, the 
authors have studied a possibile role of erythrocytes in 
haemostasis arising from their direct effect on the forma- 
tion of platelet plugs. Hellem (Scand. J. clin. Lab. 
Invest., 1960, 12, Suppl. 21) has shown that a substance 
(Factor R) in erythrocytes determines the ability of 
platelets to adhere to glass and that the number of ad- © 
hesive platelets is proportional to the haematocrit value. 
A deficiency of Factor R may be responsible for the pro- 
longation of bleeding time in patients with severe anaemia 
but with an essentially normal platelet count. In the 
present investigation platelet adhesiveness was studied 
in vivo and in vitro in anaemic patients both before and 
after the infusion of erythrocytes. Elevation of the 
packed cell volume to 40° corrected prolonged bleeding 
times even though the total platelet count was reduced 
by 20%. There was no direct association between the 
total platelet count and the bleeding time, but adhesive 
platelet levels of 40,000 per c.mm. or more were associ- 
ated with normal bleeding times. It was shown that the 
number of adhesive platelets is influenced by the packed 
cell volume rather than by the haemoglobin level. In 
restoring the in-vitro adhesiveness of platelets elevation 
of the haematocrit by removal of plasma was effective, 
so the platelets could be assumed to have no inherent 
qualitative defect. 

In discussion of these results it is concluded that the 
Factor R released from erythrocytes determines the pro- 
portions of adhesive and non-adhesive platelets. It is 
suggested that sex differences in bleeding times may be 
due to sex differences in haematocrit values mediated by 
Factor R and that the occurrence of menorrhagia in 
iron-deficiency anaemia may be due to the reduction of 
the packed cell volume. A. G. Baikie 


555. Comparison of the Sensitivity to Agglutination 
and Haemolysis by a High-titre Cold Antibody of the 
Erythrocytes of Normal Subjects and of Patients with a 
Variety of Blood Diseases including Paroxysmal Nocturnal 


Haemoglobinuria 

S. M. Lewis, J. V. Dace, and D. Tuts. British Journal 
of Haematology (Brit. J. Haemat.| 7, 64-72, Jan. [received 
March], 1961. 4 figs., 3 refs. 


In a previous paper from the Postgraduate Medical 
School of London (Brit. J. Haemat., 1960, 6, 362; Abstr. 
Wld Med., 1961, 29, 354) the same authors reported their 
finding that the erythrocytes of a series of patients with 
a variety of blood disorders were more susceptible to 
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haemolysis by a high-titre cold antibody than were the 
erythrocytes of normal subjects or patients with diseases 
not affecting the blood. They now describe the results 
of further studies of this unexpected finding. They 
have again used sera with a high titre of cold anti- 
bodies from patients with acquired haemolytic anaemia. 
Erythrocytes were tested from 350 patients with various 
blood diseases (including 9 with paroxysmal nocturnal 
haemoglobinuria), 100 patients with ‘‘ medical ”’ diseases 
not affecting the blood, 100 normal subjects, and 25 
newborn infanis. 

The erythrocytes of the patients with the various blood 
diseases showed increased liability to both agglutination 
and haemolysis compared with those of the two larger 
control groups, the cells of those with paroxysmal noc- 
turnal haemoglobinuria being especially sensitive to 
haemolysis. An increased sensitivity to agglutination 
was generally associated with an increased sensitivity to 
haemolysis. The increased sensitivity to agglutination 
and haemolysis was not confined to any particular blood 
disease and, apart from paroxysmal nocturnal haemo- 
globinuria, the highest values for haemolysis were found 
in untreated megaloblastic anaemia, myelosclerosis, 
aplastic anaemia, and leukaemia. The neonatal blood 
samples showed only low agglutination scores and none 
underwent haemolysis. 

From their earlier study the authors concluded that 
the increased liability to lysis by cold antibody of the 
erythrocytes from a variety of blood diseases probably 
reflected an alteration in the erythrocyte surface. These 
more recent results make it obvious that these surface 
changes must be complex and may also result in an 
increased sensitivity to agglutination by cold antibody. 

A. G. Baikie 


MORBID ANATOMY AND CYTOLOGY 


556. Morbid Anatomy of Influenza in Children. Based 
on Material from Recent Pandemics (1957-1959). (Tlato- 
mMopdonorua WeTCKOrO rpunna mo MaTepvasiaM mocne- 
(1957-1959 rr.)) 

N. A. Maxsimovié. Apxue ITamoaoeuu [Arh. Patol.] 
23, 18-24, No. 2, 1961. 4 figs., 14 refs. 


A post-mortem study of 256 children of various ages 
coming to necropsy in the years 1957-9 with the clinical 
diagnosis of pneumonia or, more rarely, encephalitis 
established an influenzal aetiology in 40°%% of those who 
died during an epidemic and in 13% of those who died 
between epidemics. The pandemic of 1957 and the 
subsequent flare-up in 1959 were both due to influenza 
virus A>. In the majority of cases the pneumonia was 
of mixed viral and bacterial aetiology, often even from 
the first days of illness. During the period, and especi- 
ally in 1959, sudden deaths from influenza were observed. 
In these cases the changes seen in the lungs at necropsy 
consisted only in oedema and congestion, with macro- 
scopic haemorrhages and, histologically, some prolifera- 
tive and desquamative changes. The occurrence of 8 
deaths from influenza in infants within the first 2 days 
of life suggests to the author that in these cases infection 
was intra-uterine. A. Swan 


557. The Morphological Changes in Acute Gastro- 
intestinal Disease Produced by Escherichia coli in Small 
OCTphIX 
sa6oneBpaHHAXx y panHero Bospacta) 

V. V. ZarupIn. Bonpoce: Oxpanss Mamepuncmea 
u J[emcmea [Vop. Ohrany Materin. Dets.] 6, 27-35, 
March, 1961. 5 figs., 17 refs. 


The morphogenesis of gastro-enteritis due to Escheri- 
chia coli has not been investigated thoroughly yet and 
opinions differ as to its character and the location of 
changes in the gastro-intestinal tract. The author 
reports his findings post mortem in 42 children with this 
disease, 34 of whom were under 6 months old. 

In all cases he found not only enteritis, but also colitis 
and oesophagitis. In contrast to dysentery the changes 
in the large intestine were mostly in the caecum and 
ascending and transverse colon and consisted of small 
foci. In prolonged cases, as a rule, the changes were 
those of subacute colitis, whereas in the small intestine 
there were fresh changes and often a catarrhal necrotic 
jejunitis. In the spleen, the lymph nodes of the mesen- 
tery, and the lymphoid tissue of the intestinal walls there 
was, again in contrast to dysentery, a diminution of 
lymphopoiesis. In the parenchymatous organs dystro- 
phic changes were observed, as also in the blood vessels. 
In the cerebrum dystrophic changes were observed in 
the nerve cells. Death was due to toxaemia, which in 22 
cases was complicated by bronchopneumonia. 

W. Swann 


558. Morbid Anatomy of Leukaemias in Childhood. 
(O aHaTOMHH meTCKOorO 
BOspacta) 

T.E.IvaNovskasa. Apxue [Tamoaoeuu [Arh. Patol.] 22, 
40-47, No. 10, 1960. 6 figs., 20 refs. 


This is a report of 34 cases of leukaemia occurring in 
patients aged from 2 years 10 months to 13 years. Of 
these, 11 were acute leukaemias with predominant cells 
poorly differentiated and resembling haemocytoblasts, 
5 belonged to the reticulo-leukosis category (Letterer— 
Siwe disease), and the remaining 18 cases were diagnosed 
as myeloid leukaemia, 11 being acute, 3 chronic, and 4 
subacute. The author argues that, contrary to the 
accepted views, myeloid and not lymphatic leukaemia 
is the commonest form of leukaemia in childhood. [An 
accompanying photomicrograph (the author’s Figure 6) 
in black-and-white of the bone marrow of such a case, 
which is said to consist of “‘ cellular elements of the 
myeloid series’, is unfortunately insufficiently clear to 
allow the reader to judge the cellular composition for 
himself.] A. Swan 


559. The Pathology of Neonatal Pneumonia 

J. BERNSTEIN and J. WANG. American Journal of 
Diseases of Children [Amer. J. Dis. Child.] 101, 350-363, 
March, 1961. 9 figs., 13 refs. 

The histological and bacteriological findings in 55 
newborn infants who died from pneumonia during the 
first week of life are analysed. The cases were selected 
from the necropsy records of the Children’s Hospital of 


he 
of 
is 
la- 
let 
ES. 
7, 
he 
in 
la- 
ab. 
ce 
of 
ad- 
ue. 
ro- 
nia 
the 
ied 
ind 
the 
ing 
ced 
the 
sive 
the 
ked 
In 4 
ion 
ive, 
‘ent 
the 
ro- 
t is 
be 
| by 
in 
1 of 
ie 
tion 
the 
ha 
ral 
rnal 
ived 
lical 
heir 
with 
to 


180 PATHOLOGY 


Michigan, Detroit, covering the period 1956-9, only 
those in which there was a record of unequivocal histo- 
logical inflammatory changes in the lungs and adequate 
bacteriological and histological examinations had been 
carried out being included. 

Using a crown-heel length of 49 cm. as the standard 
for a full-term infant the authors classified 26 of the 
infants as full-term and 29 as premature. There was no 
correlation between the severity of the pneumonia and 
age at death or between the severity or age at death and 
maturity. The most significant feature of the clinical 
picture was that antibiotic treatment, on the whole, had 
been inadequate. In 42 cases the pneumonia was con- 
sidered to be the primary cause of death, but it should 
be noted that the entire group included 11 patients sub- 
jected to operation and 7 with congenital heart disease. 

In 34 cases culture of lung or blood post mortem 
proved positive, this being confirmed by the finding of 
organisms in lung sections; in 12 further cases sections 
only were positive. Thus in 46 of the 55 cases definite 
bacteriological confirmation of a histological diagnosis 
was obtained. The organisms isolated were predomin- 
antly Gram-negative bacteria normally found in the 
alimentary tract. Histologically, the pattern of the 
reaction was diffuse in 49 cases, with associated inflam- 
mation of the bronchial tree in the majority, broncho- 
pneumonic in 3, and septicaemic in 3. Amniotic debris 
was seen in all cases. 

The authors discuss the difficulty of distinguishing 
between aspiration pneumonia and true bronchopneu- 
monia, but conclude that in 51 of their cases the pneu- 
monia followed ante- or intrapartum aspiration. Post- 
natal aspiration is not considered significant. Little 
importance is attached to the aspiration of vernix, 
meconium, or mucus, and it is suggested that small 
numbers of organisms, usually derived from the ali- 
mentary tract, may be sufficient to initiate an inflamma- 
tory reaction at this age. When pneumonia is suspected 
clinically full and vigorous antibiotic treatment should be 
instituted. E. G. Hall 


560. Typing of Bronchogenic Carcinoma. Typing by 
Examination of Sputum and Bronchial Aspirate: Correla- 
tion with a New Modified Histologic Classification 

W. Umiker. Archives of Pathology (Arch. Path.] 71, 
295-303, March, 1961. 12 figs., 11 refs. 


Histological and cytological preparations from 68 con- 
secutive cases of bronchogenic carcinoma in patients 
from whom sputum or bronchial washings had yielded 
malignant cells were reviewed and classified in a double- 
blind study at the Veterans Administration Hospital 
and the University of Michigan Medical Center, Ann 
Arbor. Five histological categories were used and the 
cytological criteria for classification, using the standard 
Papanicolaou technique, are set out as follows. (1) Squa- 
mous-cell carcinoma, showing epithelial pearls, bright 
orange granular, fibrillary, or refractile cytoplasm, highly 
refractile, anucleate, round or oval bodies best seen by 
polarized light, marked variation in cell size and shape, 
variation in colour of cytoplasm, and marked increase 
in nuclear chromatin. (2) Adenocarcinoma, showing 


cytoplasmic vacuolation, acinar formation, relatively 
normal nucleocytoplasmic ratio, cyanophilic cytoplasm, 
variation in cell size, and large nucleoli. (3) Poorly 
differentiated carcinoma, showing cells usually with 
marked nucleocytoplasmic disproportion, either singly 
or in loose clusters, pale pink or light green cytoplasm, 
and often multinucleate forms. (4) Undifferentiated 
small-cell carcinoma, showing cells of uniform nuclear 
size, shape, and density with few or no visible nuclei. 
(5) Undifferentiated large-cell carcinoma, showing fea- 
tures similar to the small-cell type except that the size of 
the cells was more variable and 2 to 3 times greater. 

By these criteria 55 (80-99%) of the cases were typed 
accurately on cytological examination of sputum or 
bronchial aspirate and 8 were typed inaccurately; in 5 
instances typing was not attempted because of insuffici- 
ent material. The major source of error was the mis- 
diagnosis of adenocarcinoma as poorly differentiated 
carcinoma, due principally to the use of gland formation 
rather than cellular features as the criterion for the 
histological diagnosis of lung cancer. 

[The photomicrographs of histological and cytological 
preparations are very good.] H. Caplan 


561. Focal Nephritis in Subacute Bacterial Endocar- 
ditis, (O6 ovaropom Hedpute sepsis lenta) 

A. M. Vinert. Apxue [Tamoaoeuu [Arh. Patol.) 22, 
24-31, No. 10, 1960. 1 fig., 31 refs. 


Examination of the kidneys in 108 fatal untreated or 
inadequately treated cases of bacterial endocarditis 
revealed renal lesions in 87. In 70 (80-5%) of the 
affected cases lesions of focal nephritis were demon- 
strated; these were, however, non-embolic in character 
and in the author’s opinion were of an allergic nature. 
Indeed in only one of the 87 cases could the embolic 
nature of the lesions be demonstrated and organisms 
recovered. The author concludes with a discussion of the 
prevalence of allergic focal nephritis in subacute bac- 
terial endocarditis. A. Swan 


562. Abnormalities in the Fine Structure of the Neuro- 
muscular Junction in Patients with Myasthenia Gravis 

S. I. Zacks, W. C. Bauer, and J. M. BLumBerG. Nature 
[Nature (Lond.)| 190, 280-281, April 15, 1961. 6 figs., 
3 refs. 


The authors of this paper from the Armed Forces 
Institute of Pathology, Washington, D.C., briefly 
describe abnormalities they have found with the electron 
microscope in the end-plate of the neuromuscular junc- 
tion in myasthenia gravis. Whereas the sarcolemmal 
membrane of the irregularly folded surface of the nor- 
mal end-plate is quite even in appearance, in myasthenia 
gravis there are focal areas of decrease in electron density 
in this membrane, chiefly in the deeper folds or secondary 
synaptic clefts. These secondary synaptic clefts are also 
simpler than normal and have a swollen, “ clubbed” 
appearance; the underlying axon is apparently shrunken 
and contains fewer mitochondria. The authors do not 
speculate on the possible significance of these findings in 
relation to the functional disorder of myasthenia gravis. 

J. B. Cavanagh 
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Microbiology and Parasitology 


563. A Contribution to the Serology of Tularaemia. 
(Ein Beitrag zur Serologie der Tularamie) 

H. KnotHe and G. Havemelster. Zentralblatt fiir 
Bakteriologie, Parasitenkunde, Infektionskrankheiten und 
Hygiene. I. Abt. (Zbl. Bakt., I. Abt. Orig.] 181, 80-102, 
1961. 4 figs., 26 refs. 


A reliable diagnosis of tularaemia is a matter of some 
importance on the Baltic coast, where the disease has 
been shown to be endemic. Until recently recognition 
of the infection has been dependent to a large extent on 
agglutination reactions of the Widal type, since isolation 
of the causative organism Pasteurella tularensis is difficult 
and usually impossible without primary inoculation of 
the patient’s blood into experimental animals. Agglu- 
tination reactions may also sometimes be difficult to inter- 
pret because (1) the prozone phenomenon occurs, and 
(2) cross-agglutination with the Brucella group of organ- 
isms may be present. Recently the haemagglutination 
technique has been used with success as a diagnostic 
method. In this investigation, carried out at the Uni- 
versity of Kiel, the results obtained with the Widal and 
haemagglutination reactions have been compared. 

The weakly virulent strain of Past. tularensis No. 501, 
in NaCl solution with 0-3°% phenol, was used as antigen 
suspension at a barium sulphate opacity of 96+4. The 
titre of this suspension remained stable for at least 12 
months at 4° C. The official German standard Brucella 
antigen was used in the comparison. A dilution of 1:10 
of the Past. tularensis suspension was used in amounts 
rising from 0-25 to 2-5 ml. for the production of immune 
antiserum in rabbits by intravenous injection at 3-day 
intervals. For the sensitization of erythrocytes in the 
haemagglutination reaction phenol—water extracts of 
Past. tularensis were used. 

Non-specific Br. abortus agglutination and Past. 
tularensis haemagglutination reactions up to a titre of 
1:80 were present in 200 sera from healthy subjects, 
while non-specific Past. tularensis agglutination reactions 
occurred up to a titre of 1:40 only. From the two 
outbreaks of tularaemia in the district of Eiderstedt 
during 1950-1 and 1957-8 about 150 tularaemia-positive 
samples of serum obtained at various stages of the disease 
from each of 48 patients were available for investigation, 
as were also 38 similar sera from patients with infection 
due to Br. abortus. With the tularaemia haemagglutina- 
tion reaction positive results were obtained from the 
5th to the 7th day of the disease up to a titre of 1:1,280, 
whereas agglutination titres were not higher than 1:20 
at that time. Maximum titres were reached for the 
agglutination reaction at the end of the 3rd week and for 
the haemagglutination reaction at the end of the 4th 
week. Average maximum haemugglutinating titres were 
of the order of 1:10,000 (absolute maximum 1: 160,000), 
while average maximum agglutinating titres were 1:640 
(absolute maximum 1:5,120). Eight years after the out- 
break average haemagglutinating titres of 1:640 and 


average agglutinating titres of 1:60 were found. In 
one case tularaemia infection had produced only haemag- 
glutinins, and no agglutinins could be shown during 9 
months from the beginning of the infection. Agglutina- 
tion prozones occurred in the sera of nearly 50°%% of the 
patients, appearing in a few sera only at the beginning of 
the infection and increasing from the end of the 2nd 
week, the maximum number of prozone formations being 
found in the 3rd month. No prozones were observed 
with the haemagglutination technique. 

Cross-agglutination with Br. abortus occurred in 18 
out of 29 acute cases of tularaemia, with a maximum 
titre of 1:40 in 8 cases and of 1:640 in one case. During 
the first week of tularaemia infection “* paradoxical ” 
cross-agglutinations occurred in 3 cases, when titres 
with Br. abortus antigen were higher than with Past. 
tularensis antigen. By the 20th day of illness the titre 
with Past. tularensis antigen was always found to be 
higher than that with Br. abortus antigen. 

In 38 samples of serum from cases of brucellosis 
similarly investigated, although the agglutinating titres 
with Br. abortus antigen were always the higher, 
agglutinating titres with Past. tularensis antigen ranging 
from 1:10 to 1:80 were found in 7 cases. In 2 acute 
cases the haemagglutination titres were only one dilution 
lower than the Brucella agglutination titres, while in 21 
chronic cases haemagglutination titres of 1:10 to 1:80 
were present. Agglutination absorption and cross- 
absorption tests on convalescent sera and human and 
animal immune sera to tularaemia and Br. abortus 
showed that homologous antigens removed homologous 
as well as heterologous antigens, whereas heterologous 
antigens removed heterologous antigens only. 

K. Zinnemann 


564. Epidemiological Application of the Fluorescent 
Antibody Technique. Study of a Diarrhea Outbreak in a 
Premature Nursery 

J. D. NELson, J. A. WHITAKER, B. HEMPSTEAD, and M. 
Harris. Journal of the American Medical Association 
[J. Amer. med. Ass.] 176, 26-30, April 8, 1961. 13 refs. 


In the nursery for premature infants at Parkland 
Memorial Hospital, Dallas, Texas, 4 cases of diarrhoea 
due to Escherichia coli Serotype O119:B14 occurred, 
although there had been no diarrhoeal disease in the 
unit for several months previously. Culture of stool 
specimens from the remaining 32 premature infants in 
the unit showed that this organism was present in 3 who 
had no symptoms. In 2 further infants the organism 
was not detected on culture, but the presence of the 
organism was deduced from the fact that on examination 
of stool smears stained with fluorescein-treated antibody 
small numbers of organisms showing fluorescence were 
noted. No specific serotypes were isolated from the 
stools of 38 of the personnel of the nursery, but the 
fluorescein-antibody method showed that small num- 
bers were present -in the stools of one. R. Hare 
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565. A Morphological Study of the Cytopathogenic 
Effects of Poliomyelitis, Coxsackie, and E.C.H.O. Viruses 
in Tissue Culture. (Mopdonornyeckoe usy4eHHe 
naToreHHoro sdekta BApycos nonvomuenuta, Kox- 
cakH B kynbtype TKaHH) 

A. P. Savinov and V. M. Rocova. +Kypxaa Heepo- 
namonozuu u I1cuxuampuu [Z. Nevropat. Psihiat.) 61, 
341-347, No. 3, 1961. 4 figs., 18 refs. 


The serological identification of the different viruses 
which produce symptoms resembling those of polio- 
myelitis is a laborious task. It can be simplified by a 
study of the morphological changes in the cells of tissue 
cultures at frequent intervals in fixed and stained films. 
These changes are specific in rhythm and appearance for 
the different types of virus. In the present study the 
tissue used for culture was monkey’s kidney and the cell 
changes were observed at intervals of 2 to 96 hours, 
though observation over 24 hours or a little more is 
sufficient for the distinction to be made. 

No marked change occurred until 4 to 6 hours after 
inoculation; from this time onward the particular 
changes specific for each virus became manifest. Thus 
in 4 to 6 hours poliomyelitis viruses produced eosino- 
philia and vacuolization of the cytoplasm, with nuclear 
chromatin arranged in streaks; later (6 to 10 hours) the 
nuclei were pyknotic and of irregular form and the cyto- 
plasm had formed finely branching outgrowths. In 
10 to 14 hours many of the cells were fragmented and in 
20 hours they were becoming detached from the slide. 
With Coxsackie virus the characteristic feature was the 
appearance of large, strongly eosinophilic cytoplasmic 
inclusion bodies pushing the nucleus to the periphery; 
this occurred in about 6 to 8 hours. In 14 hours the cells 
were finely granular and the nuclei pyknotic and frag- 
mented, while the cells were beginning to separate from 
the slide. With E.C.H.O. virus infection the changes 
began later, after 8 or more hours. Again there was 
formation of strongly eosinophilic cell-inclusions push- 
ing the nucleus to the periphery and giving it a semilunar 
form. Many of the cells, however, escaped damage for 
18 to 24 hours. After this the number of rounded cells, 
separating from the slide, increased in numbers. 

This morphological method is useful for a preliminary 
differentiation of the infecting viruses and for diminishing 
the tedium of later serological tests. The changes 
described all occur in the first 24 hours of incubation; 
in later stages the specific features are much less pro- 
nounced. L. Firman-Edwards 


566. Action of Some Growth Factors on Cultures of 
Leptospira. (Bospeiictsve HeKOTOpbIX 
TOPOB Ha NenTocnHp) 

G.D. Kierxo. Muxpoduonceuu, Snudemuo- 
aoeuu u [Z. Mikrobiol. (Mosk.)] 32, 
80-84, March, 1961. 4 refs. 


One of the most successful media for growing Lepto- 
spira is Semskov’s kidney medium with or without addi- 
tion of 5% rabbit serum. Of all mammalian tissues the 
kidneys contain the highest concentration (500 yg. per 
kg.) of vitamin B;2 (cyanocobalamin), the brain con- 
taining 50 yg. per kg., muscle tissue 15 yg. per kg., 
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liver 300 to 450 yg. per kg., milk 5 yg. per litre, and 
blood 0-8 xg. per litre. The possible stimulating effect 
of vitamin B;2 on the growth of Leptospira was studied. 

Supplements of vitamin B;2 ranging from 0-0001 to 
2 pg. were added to 8-ml. quantities of Semskov’s 
medium with and without the addition of 5% rabbit 
serum. Most of the experiments were carried out with 
L. pomona, but similar results were obtained with the 
Kornilov strain of L. grippotyphosa and the “rat” 
strain of L. icterohaemorrhagica. The results were 
assessed by counting the number of live leptospires per 
high-power microscopical field after 2, 3, 5, 12 or 13, 15, 
22, and 60 days of incubation. 

All concentrations of vitamin B;2 tested increased the 
number of leptospires per field, but the optimum con- 
centration was 0-01 yg. per 8 ml. of the basic medium 
with added rabbit serum and 0-11 yg. per 8 ml. of the 
basic medium without added serum. At these concen- 
trations of cyanocobalamin live leptospire counts were 


3 to 6 times higher on the Sth to 6th day of incubation — 


than in the unsupplemented media. At the same time 


good turbidity of the medium due to growth of lepto- - 


spires was obtained. As was to be expected, lysis of 
leptospires occurred much earlier under the improved 
conditions of growth and was noticeable from the 13th 
day of incubation onwards compared with the 60th day 
in control cultures without added vitamin Bj. 

The high vitamin-B;> content of kidney tissue and the 
marked stimulation of growth of Leptospira by this 
vitamin may be factors in the epidemiology and patho- 
genesis of leptospirosis, in which foci in the kidneys of 
man and animals are established early in the disease and 
may persist for long periods. Nutrient media reinforced 
with vitamin B;2 may be useful for the preparation of 
vaccines to be given to exposed personnel. 

K. Zinnemann 


R. L. INGRAM, L. B. OTKEN Jr., and J. R. JUMPER. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol. (N.Y.)] 106, 52-54, Jan. 
[received March], 1961. 1 fig., 4 refs. 


In experiments carried out at the National Institute of 
Allergy and Infectious Diseases and National Heart 
Institute, Memphis, Tennessee, the fluorescent antibody 
technique was used: (1) to detect the reaction of malaria 
parasites to sera from naturally infected hosts; (2) to 
ascertain whether the antibodies can be produced in 
rabbits injected with these parasites; and (3) to determine 
whether sporozoites could produce antibodies ee 
with the blood forms of the parasite. 

Plasmodium cynomolgi bastianellii in blood smears 
from infected monkeys showed fluorescence when 
stained with labelled serum from convalescent monkeys 
experimentally infected with this parasite, and this reac- 
tion proved to be specific. Antibodies produced in 
rabbits by injection of sporozoites of P. gallinaceum 
stained the erythrocytic stages of this species. How- 
ever, fluorescent antiserum produced in rabbits by in- 
jecting blood forms of the simian parasite failed to stain 
the homologous parasite. ' C. A. Hoare 
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568. Experimental Studies with the Butanolamide and 
Propanolamide of 1-Methyl-lysergic Acid. [In English] 
M. D. GELFAND and G. B. West. International Archives 
of Allergy and Applied Immunology [Int. Arch. Allergy] 
18, 286-291, 1961. 12 refs. 


The butanolamide and the propanolamide of 1-methyl- 
lysergic acid possess important antiserotonin properties 
in rats and in mice. Both derivatives also reduce the 
oedema reaction produced in rats by dextran and by 
compound 48/80, and protect mice against anaphylactic 
shock. Neither derivative was effective against hista- 
mine in either species. It is suggested that both com- 
pounds are worthy of clinical trial in allergy.—[Authors’ 
summary. ] 


569. Effect of Polycarbophil on Diarrhea and Constipa- 
tion 


B. D. Pimparker, F. F. Paustian, J. L. A. Rotn, and 
H. L. Bocxus. Gastroenterology [Gastroenterology] 40, 
397-404, March, 1961. 6 refs. 


** Polycarbophil”’, an unabsorbable, synthetic, hydro- 
philic xerogel, was given to 24 patients with severe 
chronic diarrhoea and 26 with chronic constipation at the 
Graduate Hospital, University of Pennsylvania, Phila- 
delphia. In most of the patients with diarrhoea the 
hydrophilic action of the drug resulted in binding of free 
water, with improved consistency of stool and conse- 
quently reduced frequency of stools and relief of tenes- 
mus; in the patients with constipation the stool was 
softened by an increase in the water content. A double- 
blind controlled trial of polycarbophil and psyllium 
mucilloid showed that the former drug was more effective 
than the latter. In 8 patients given polycarbophil con- 
tinuously for many months there was no clinical or bio- 
chemical evidence of impaired nutrition. To avoid the 
unpleasant sense of distension experienced by a. few 
patients, it is recommended that polycarbophil should 
be given in a dosage of 1 g. every 4 hours. The only 
contraindication is suspected stenosis anywhere in the 
bowel. P. C. Reynell 


570. Persisting Effects of Reserpine in Man 

D. X. FREEDMAN and A. J. Benton. New England 
Journal of Medicine [New Engl. J. Med. 264, 529-533, 
March 16, 1961. 1 fig., 25 refs. 


The authors of this paper from Yale University School 
of Medicine, New Haven, and Fairfield State Hospital, 
Connecticut, describe a study of the effects of orally 
administered reserpine as reflected in the size of the pupil 
and the blood serotonin levels in 14 females (mean age 
44 years) suffering from chronic schizophrenia. The 
average duration of the patients’ stay in hospital was 12 
years. None of the patients had received reserpine for 
at least 2 years before the study began and all medica- 
tion was discontinued for at least a month before the 
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trial. The usual diet was given, but bananas were 
excluded. The blood level of serotonin was estimated on 
the isolated heart of Mercenaria (venus) mercenaria after 
whole clotted blood from the patients had been extracted 
for serotonin by the method of Amin et al. Pupil size 
was determined under “ standard conditions” by two 
independent observers using the ‘ card-confrontation 
technique”. Reserpine was given in 10-mg. doses by 
mouth. 

It was found that the effects of reserpine lasted for 5 
weeks and that the recovery curves of reserpine-induced 
pupillary changes and blood serotonin levels did not 
parallel each other. Attention is drawn to the obvious 
importance of this finding in drug trials. From the 
results and a review of published work the authors sug- 
gest that continued reduction in the blood serotonin 
level for a period longer than the life-time of blood 
platelets is partly due to the effect of the drug at the 
megakaryocyte level and that this finding may be of 
value in the study of haematopoiesis. N. Rathod 


571. Splenin: Its Biological and Therapeutic Action. 
(CnneHuu, ero 6uonornyeckue CBOHCTBA) 
V. P. KomissARENKO. podsemei u 
Topmouomepanuu [Probl. Endokr. Gormonoter.] 7, 
104-117, March-April, 1961. 2 figs., 44 refs. 


The author describes the biological and therapeutic 
action of splenin, an extract of the spleen of cattle which 
has been proved to be biologically active. It is a clear 
yellowish fluid containing no protein, acetylcholine, or 
histamine. It is completely non-toxic to animals and 
was first employed by Koronevski and Levchuk for 
relieving the suffering of patients with inoperable cancer. 
Improvement in their general condition and relief of 
pain were observed, especially in those with involvement 
of the liver. 

Experimental tests reported by Lusenko on rabbits 
inoculated with the Brown-Pierce tumour, which rapidly 
metastasizes in the liver, kidneys, and lungs and kills 
the animals in 15 to 25 days, showed that some of those 
treated with injections of splenin survived for up to 76 
days. The liver was involved in 92°% of a control group, 
but in only 47-3°% of the treated animals. Other organs 
also showed some diminution in the degree of involve- 
ment, but less so than the liver. In neither the experi- 
mental nor the control rabbits was the spleen affected. 
Furthermore, it was found that splenin protected the body 
against the toxic effects of disturbance of nitrogen meta- 
bolism which was often the cause of death in“the animals 
through a fall in urea:ammonia ratio. Splenin appears 
to enable the liver to continue to convert ammonia into 
urea for up to 5 weeks, whereas controls showed a rise 
in urinary ammonia and a fall in urinary urea excretion 
by the 2nd week after inoculation. Lusenko showed that 
whereas splenectomy causes a fall in the urea:ammonia 
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ratio, administration of splenin led to a rise in this ratio, 
not only in normal but also in splenectomized animals. 
Its action is not therefore on the spleen, but on the liver 
cells. 

In other studies Shevchenko investigated the effect of 
splenin on nitrogen metabolism in rabbits poisoned with 
carbon tetrachloride, in which the glycocoll test was used 
(2 ml. of a 20% solution of glycocoll by intravenous injec- 
tion) to stimulate the excretion of urea. When splenin 
was injected in a dosage of 0-5 ml. per kg. body weight 
2 to 3 hours before exposure to carbon tetrachloride the 
rabbits so treated responded to the test with a rise in the 
blood urea level, but those not receiving splenin showed 
a fall in this level and a rise in blood ammonia level. 
Splenin may therefore be accepted as a hormone acting 
upon the liver and facilitating the conversion of am- 
monium metabolites to urea. It has also been shown that 
splenin reverses the rise in the blood potassium level and 
the fall in calcium level which results from splenectomy, 
while it restores the normal mineral balance in para- 
thyroidectomized animals. Clinically, it has been suc- 
cessfully employed in the treatment of early toxaemia of 
pregnancy, radiation sickness, hypoparathyroidism, toxic 
infections, schizophrenia accompanied by nitrogen dis- 
turbances, and also, as mentioned above, in inoperable 
carcinoma with liver involvement. 

L. Firman-Edwards 


572. The Diuretic Response to Hygroton, Mersalyl, and 
Aldactone 

W. K. Stewart and L. W. ConstasBie. Lancet [Lancet] 
1, 523-530, March 11, 1961. 5 figs., 26 refs. 


This report from Queen’s College (University of St. 
Andrews), Dundee, describes a comparative study of the 
efficacy of the new diuretic chlorthalidone (2-chloro-5- 
(3-hydroxy-1-oxoisoindolin-3-yl) benzenesulphonamide, 
** hygroton ”’) and mersalyl in 12 patients with generalized 
oedema, including 9 with congestive cardiac failure, one 
with alcoholic cirrhosis with ascites, one with nephrosis, 
and one with Hodgkin’s disease of the liver with ascites. 
All the patients received a low-sodium diet (50 mEq. per 
day) for 6 days before treatment, after which 400 mg. 
of hygroton was administered orally in one dose, and 
after 5 clear days 2 ml. of mersalyl was given intra- 
muscularly. In the second phase of the trial, begun 6 
days later, 400 mg. of hygroton was given in the morning 
at 3-day intervals for up to 60 doses, the first and each 
subsequent alternate dose being accompanied by 100 mg. 
of the aldosterone antagonist spironolactone (“‘ aldac- 
tone ”’) orally; administration of the latter was repeated 
at 6-hourly intervals to a total of 800 mg. over 2 whole 
days. Seven patients received the full course and the 
others only part of it. 

In 9 of 12 patients hygroton produced a prompt 
diuresis after one hour, with increased excretion of sodium 
chloride and to a lesser extent of potassium. The diuresis 
continued for 2 to 6 days after a single dose, thereafter 
declining. No side-effects were observed. In a direct 
comparison between the urinary sodium and potassium 
outputs produced by hygroton and mersalyl respectively 
the results were expressed as the algebraic difference be- 
tween the aggregate excretion of these ions during a 
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period of 72 hours before and again after giving the 
diuretic. For hygroton these values for sodium and 
potassium were 448-6 and 62-7 mEq. respectively, and 
for mersalyl 86-6 and 11-9 mEq. respectively. Three 
patients were found to be particularly resistant, but in 
these cases sodium excretion was greater with mersalyl 
and the potassium loss was greater with hygroton. 

It is suggested that aldactone may have partially recti- 
fied the excessive potassium loss in resistant patients 
given hygroton while enhancing the sodium excretion. 
These benefits were not so apparent in the responsive 
group, in whom the potassium loss was small. The 
changes in the concentration of the urine which occurred 
during diuresis were recorded as the volume of water 
excreted per unit of osmotically active solute. In 28 of 
34 instances the water: osmolar ratio was higher after the 
diuretic, no significant difference between hygroton and 
mersalyl being observed, but the increases were largest 
after hygroton and aldactone combined. In most in- 
stances the diuresis produced by hygroton was associated 
with a diminution in the amount of hydrogen ion excreted 
daily. 

In conclusion the authors mention the case of a dia- 
betic patient with cor pulmonale who was resistant to 
hygroton treatment while receiving the diguanide phen- 
formin, but who had a marked diuresis when the oral 
hypoglycaemic agent was-replaced by insulin. 

Anne Tothill 


573. Studies on Headache. The Mode of Action of 
UML-491 and Its Relevance to the Nature of Vascular 
Headache of the Migraine Type 

D. J. Davessio, W. A. Camp, H. GoopeLL, and H. G. 
Wotrr. Archives of Neurology [Arch. Neurol. (Chicago)| 
4, 235-240, March, 1961. 2 figs., 7 refs. 


In an investigation at the New York Hospital and 
Cornell University Medical Center of the method of 
action of 1-methyl-p-lysergic acid butanolamide bimaleate 
(UML-491) the authors observed that the drug had an 
anti-inflammatory effect in 7 subjects given a dosage of 
2 mg. 3 times a day following induction of inflammation 
with intradermal injections of a solution of 1°% manga- 
nese butyrate. In some of the subjects there were signs 
of central nervous system disturbance, such as difficulty 
in thinking, nausea, a drunken sensation, and lack of 
initiative. The authors describe one case in which there 
was a “ disconcerting complication” when UML-491 
was given alone. Ina boy aged 14 years with a migraine 
type of headache following a head injury severe peripheral 
vascular insufficiency and electrocardiographic evidence 
of myocardial ischaemia developed during treatment 
with UML-491 in a dosage of 4 mg. 3 times daily for 3 
days. The symptoms and signs of peripheral vascular 
insufficiency promptly resolved when the drug was dis- 
continued. The authors suggest that the indirect vaso- 
constrictor effect of the drug is dependent upon its 
capacity to increase the subject’s sensitivity to his 
own physiological humoral and neurohumoral vaso- 
constrictor substances and that vasoconstriction in- 
directly induced is the basis of such therapeutic effect as 
the drug possesses in the prevention of vascular reg 
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574. In-vitro Investigations of the Effects of Griseofulvin 
on Treponemes. (In-vitro-Versuche iiber die Wirkung 
des neuen Antimycoticums Griseofulvin auf Treponemen) 
K. MEINIcKeE. Hautarzt [Hautarzt] 12, 26-29, Jan., 
1961. 4 figs., 18 refs. 


Griseofulvin, an antibiotic derived from Penicillium 
griseofulvum, is effective in the treatment of certain fungus 
infections. The author considered that, since penicillin 
is so active against Treponema pallidum, griseofulvin 
might also have some antitreponemal activity in view of 
its origin. To test this hypothesis he carried out at the 
University of Munich a series of experiments in vitro in 
which he compared the effects of serial dilutions of griseo- 
fulvin and benzylpenicillin on strains of the Reiter tre- 
poneme and on virulent strains of T. pallidum. 

These experiments showed that benzylpenicillin pro- 
duced complete immobilization of T. pallidum at con- 
centrations of 0-0027 jg. per ml. and failure of growth of 
the cultures of the Reiter strains at concentrations of 
0-375 yg. per ml. down to 0-0375 yg. per ml. In con- 
trast no immobilization of T. pallidum occurred with 
concentrations of griseofulvin up to 272-7 yg. per ml. 
and there was no inhibition of the cultures of the Reiter 
strains at concentrations as high as 375 yg. per ml. 
Discussing these findings the author points out that anti- 
biotics do not always behave similarly in vivo and in vitro. 
Nevertheless he considers it reasonable to conclude from 
the evidence that griseofulvin has no treponemistatic or 
treponemicidal effects. R. D. Catterall 


575. Sedium Methicillin in Routine Therapy 
R. W. FAIRBROTHER and G. TAyLor. Lancet [Lancet] 1, 
473-476, March 4, 1961. 15 refs. 


An investigation of the comparative activity in vitro of 
benzylpenicillin, methicillin, and erythromycin and of the 
development of resistance to these antibiotics is reported 
from Manchester Royal Infirmary. Of 150 strains of 
Staphylococcus aureus studied, 20 were sensitive and 130 
were resistant to benzylpenicillin. With the sensitive 
strains the minimum inhibitory concentration of benzyl- 
penicillin was 0-06 yg. per ml. or less, while that of 
erythromycin was 0-25 to 1 yg. per ml. and of methicillin 
4 to 8 yg. per ml. With the insensitive, penicillinase- 
producing strains the minimum inhibitory concentrations 
of erythromycin and methicillin were unchanged, while 
that of benzylpenicillin was over 64 ug. per ml. A 1:100 
dilution of the inoculum of resistant strains showed a 
striking diminution of the minimum inhibitory concen- 
tration in the case of benzylpenicillin, but had little or 
no effect on the results with methicillin. Methicillin was 
found to have a definite bactericidal effect on penicillin- 
ase-producing strains after 24 hours’ incubation. 

Study of successive subcultures of staphylococci in 
increasing concentrations of the antibiotics revealed that 
resistance to erythromycin developed rapidly and to a 


striking degree. With methicillin an increased resist- 
ance was demonstrated of the order of 16- to 32-fold with 
penicillinase-producing strains and 8-fold with non- 
penicillinase-producing strains. There was no evidence 
of crossed resistance between methicillin and erythro- 
mycin. Charles Rolland 


576. Changes in Sensitivity of Staphylococci to Methi- 
cillin 


G.T. Stewart. British Medical Journal [Brit. med. J.|1, 
863-866, March 25, 1961. 2 figs., 17 refs. 


There have already been reports of the artificial pro- 
duction in vitro of resistance in some organisms to the 
new antibiotic methicillin (BRL 1241, “ celbenin”). In 
view of the importance of a possible similar resistance 
developing in vivo the author, at Queen Mary’s Hospital 
for Children, Carshalton, studied the acquisition of resis- 
tance to methicillin by Staphylococcus aureus and Staph. 
albus both in vitro and in vivo. 

By the gradient-plate technique and by repeated sub- 
cultures in liquid media containing increasing concentra- 
tions of the drug (as described in the author’s earlier 
paper (Brit. med. J., 1960, 2,694; Abstr. Wld Med., 1961, 
29, 202)) it was shown that freshly isolated strains of 
Staph. albus readily and rapidly acquired resistance in a 
continuous geometric fashion to methicillin in concen- 
trations of up to 2,000 wg. per ml. Once developed, the 
resistance was relatively stable and resistant strains 
showed some cross-resistance to benzylpenicillin, but did 
not form penicillinase. With strains of Staph. aureus 
resistance to methicillin did develop in vitro in a few 
instances, but much more slowly than with Staph. albus 
and only up to concentrations of 20 to 50 yg. per ml. 
Many strains developed no resistance at all even under 
the most favourable conditions, while no evidence of any 
resistance has been found in the many strains isolated 
and re-isolated from lesions in patients under treatment 
with the drug or from nasal carriers in a ward sprayed 
daily for 12 weeks with methicillin. The author con- 
cludes that although it appears that natural resistance to 
methicillin by Staph. aureus can occasionally occur, the 
present findings do not support the view expressed in 
some quarters that the drug should be held in reserve for 
the treatment only of “ difficult staphylococcal infec- 
tions ”’. A. Ackroyd 


577. Clinical Use of a New Synthetic Penicillin: PA- 
248 

M. Nactey. Lancet [Lancet] 1, 851, April 22, 1961. 
2 refs. 


At Grove Park Hospital, London, 9 patients with 
respiratory infections were treated with a-phenoxy- 
propyl penicillin (PA-248) in a divided dose of 1 g. 
daily by mouth. In 5 of them the infection was due to 
penicillin-resistant ‘staphylococci and these were com- 
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pared with 5 other patients with infections due to peni- 
cillin-sensitive staphylococci who were treated with 
phenoxymethylpenicillin, also in a divided dose of 1 g. 
daily. In all members of the group receiving PA-248 
the condition resolved both clinically and bacteriologic- 
ally and no difference in response was noted between 
these patients and those infected with penicillin-sensitive 
organisms. However, side-effects of nausea and occa- 
sional dizziness were noted in the latter which were 
absent in the group treated with PA-248. 
R. F. Jennison 


578. A New Synthetic Penicillin PA-248 
G. M. WILLIAMSON, J. K. Morrison, and K. J. STEVENs. 
Lancet {Lancet} 1, 847-850, April 22, 1961. 1 fig., 4 refs. 


The in-vitro properties of a new penicillin, a-phenoxy- 
propyl penicillin (PA—248), have been compared at the 
School of Medicine, Leeds, and in the laboratories of the 
drug manufacturers with those of penicillin V (phenoxy- 
methylpenicillin) and phenethicillin. Serum levels after 
oral administration were assayed (in yg. per ml.) with 
Sarcina lutea and the antibacterial activity in vitro 
per unit volume of serum compared with that of 
penicillin G (benzylpenicillin). The minimum inhibitory 
concentrations (M.I.C.) of these three oral penicillins 
and penicillin G were also determined against a number 
of penicillin-sensitive and -insensitive staphylococci and a 
number of other micro-organisms. 

After single oral doses of 250 mg. PA—248 and phene- 
thicillin produced peak serum concentrations which were 
3-82 and 3-23 times higher respectively than those pro- 
duced by penicillin V. The antibacterial activity of 
serum containing PA-248 was 1-4 times and that of 
phenethicillin 1-3 times greater than that of penicillin V. 
By using the figures obtained for the actual concentration 
of antibiotic in the serum compared with the antibacterial 
activity a figure was calculated which represented the 
amount of inactivation which had occurred in the serum. 


For all three antibiotics there appeared to be approxim- - 


ately 50°% inactivation of the oral dose at one hour. The 
M.LC.s of penicillin G and penicillin V against various 
organisms were similar; those of phenethicillin and 
PA-~248 were 2 to 4 times higher with sensitive staphylo- 
cocci, but much less with resistant staphylococci. If 
increased inocula were used penicillin G and penicillin V 
showed an appreciable increase in the M.I.C., but this 
effect was much reduced with phenethicillin and even 
more so with PA-248, suggesting that this last penicillin 
is the most resistant to the action of penicillinase. With 
Streptococcus viridans, Str. pneumoniae, Haemophilus 
influenzae, Neisseria gonorrhoeae, and N. meningitidis 
the M.I.C.s for penicillin and PA—248 were considerably 
higher than for penicillins G and V, varying from twice 
as high for the Gram-positive organisms to as much as 
24 times as high for the Gram-negative organisms. The 
one exception was Str. pyogenes, with which the M.I.C. 
was more or less identical for all the penicillins. 

In view of these findings in vitro it is suggested that all 
three oral penicillins will probably be equally effective 
against infections caused by sensitive staphylococci, as 
although the M.I.C.s for the newer penicillins are 4 times 
greater than that for penicillin V, so also are the serum 
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levels obtainable. Against streptococci the M.I.C.s are 
roughly equal so that the higher blood levels obtained, 
especially with PA—248, suggest that this penicillin should 
be more effective against streptococcal infections. But 
with penicillin-resistant staphylococci not only is the 
M.LC. of PA-248 less than that of penicillin V, but also 
the blood level is much higher, so that PA-248 would 
seem to be the penicillin of choice, phenethicillin being 
slightly less effective. Because the M.I.C. of the oral 
penicillins against many of the Gram-negative organisms 
is so much greater than that of penicillin G the effect of 
the increased serum level is neutralized so that there 
would be no advantage in using them. 
R. F. Jennison 


579. Comparative in-vitro Activities of Five Penicillins 
against Penicillinase-producing Staphylococci 

F. L. JAcKson and K. K. Rao. Lancet [Lancet} 1, 850- 
851, April 22, 1961. 2 refs. 


The activity against penicillinase-producing staphylo- 
cocci of penicillin G (benzylpenicillin), penicillin V 
(phenoxymethylpenicillin), phenethicillin, methicillin, and 
a-phenoxypropyl penicillin (PA-248) has been studied. 
Thirteen strains of staphylococci were used and details 
of the technique employed are given. Seven strains 
were inhibited by 125 yg. penicillin G per ml. and 5 by 
250 yg. per ml., while one was not inhibited. PA-248 
was consistently more inhibitory than penicillin G, but 
the degree of activity differed strikingly with different 
strains. With 2 strains the ratio was about 15:1, 
whereas with other strains the ratio varied from 2:1 to 
8:1. Methicillin inhibited all the strains at 4 yg. per ml. 
PA-248 was also more inhibitory than phenethicillin; 
although with 2 strains the sensitivities were the same, 
with the other strains PA-248 was 2 to 4 times more 
inhibitory. Against all strains PA-248 was more in- 
hibitory than penicillin V, the highest ratio being 8:1. 
These findings suggest that PA-248 is less sensitive than 
the other penicillins to the action of staphylococcal 
penicillinase. The considerable difference in activity 
requires further explanation. In spite of this variability 
PA-248 usually inhibited at lower concentrations than 
the other compounds tested except methicillin. 

R. F. Jennison 


580. Reevaluation of Reactions to Penicillin in Venereal 
Disease Clinic Patients 

W. J. Brown, W. G. Simpson, and E. V. Price. Public 
Health Reports (Publ. Hith Rep. (Wash.)| 76, 189-198, 
March, 1961. 3 figs., 4 refs. 


It is pointed out that more than a quarter of a million 
patients are treated with penicillin each year in venereal 
disease (V.D.) ‘clinics in the United States and that 
although other antibiotics are therapeutically effective, 
none is a fully adequate substitute for penicillin and all 
are more costly. The incidence of reactions, particu- 
larly of severe reactions, and the deaths attributable to 
penicillin are therefore matters of concern to public 
health authorities. In this investigation reported from 
the Public Health Service, Atlanta, Georgia, the Health 
Departments of 21 States, the District of Columbia, and 
Puerto Rico and 5 border reception centres cooperated 
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with the object of determining the types and frequency 
of such reactions. Each clinic supplied data concerning 
patients treated during a 3-month period, and since the 
periods of investigation did not coincide at all centres 
the collection of records extended from March, 1959, to 
March, 1960. The reactions were divided into three 
classes—anaphylaxis, serum sickness, and urticaria— 
and in most cases anaphylactic reactions were classified 
as “ mild” or “* moderate to severe ”’. 2 

During the period of study 35,496 patients were treated 
with penicillin, 25,550 in V.D. clinics and 9,946 at border 
reception centres. Reactions occurred in 255 cases or 
in 7-2 per 1,000 patients treated; in V.D. clinics the inci- 
dence was 9-7 per 1,000 patients treated. Urticaria was 
the most frequent reaction, occurring in 5-7 per 1,000. 
Anaphylaxis was recorded in 27 cases or 1-1 per 1,000, 
but in only 9 instances was it classified as ‘‘ moderate to 
severe’. Serum sickness occurred in 11 cases. At the 
border reception centres the incidence of reactions was 
less than 1 per 1,000 patients treated, the principal reac- 
tion being syncope, which was caused by fear of the 
needle as readily as by penicillin. Patients attending the 
reception centres were Mexican male labourers who were 
physically fit for strenuous labour and, because of circum- 
stances in the country of their origin, had received little 
or no treatment with penicillin in the past. It was also 
likely that they might not report delayed reactions for 
fear of rejection for proposed employment. Because of 
these factors the authors’ further analysis was confined 
to data from the V.D. clinics. 

There was considerable variation in the reports from 
the clinics, the number of reactions varying from 0 to 
more than 25 per 1,000 patients treated. In general, 
the larger the quantity of penicillin prescribed and the 
longer the duration of treatment, the greater the number 
of reactions reported. In patients receiving a single 
session of treatment the incidence of reactions was 
approximately the same for schedules of less than 
1,200,000 units as for schedules of 1,200,000 to 2,300,000 
units; however, the rate almost doubled for schedules of 
2,400,000 to 4,700,000 units. In patients given treatment 
for 2 to 7 days the incidence of reactions varied from 8-4 
per 1,000 patients treated with 1,200,000 to 2,300,000 
units to 38 per 1,000 with 4,800,000 to 7,100,000 units. 
Correspondingly large increases in reaction rates were 
observed with increased dosage for 8 or more days. 
Reactions were fewer after single than after multiple 
injections; therefore if the total dosage was low there 
were fewer reactions with repository preparations such 
as procaine benzylpenicillin in oil with 2°% aluminium 
monostearate and benzathine penicillin than there were 
with crystalline penicillin. With schedules in which 
larger doses and therefore more injections were given no 
significant differences related to the type of penicillin 
were observed. The reaction rates were much the same 
for patients who had no history of past treatment with 
penicillin and for those who had had penicillin previ- 
ously without ill effects. This was thought to be due to 
exposure of patients to penicillin for minor illness or 
through dairy produce and other foods without their 
knowledge—an exposure regarded as almost universal in 
the United States. Negroes were less prone to reactions 


than white subjects. The incidence of reactions was 
much the same in white males as in white females, but 
was significantly higher in negresses than in negroes. 
The reaction rates in patients with gonorrhoea and 
the contacts of such patients were approximately the 
same—namely, 7-1 and 6-5 per 1,000 respectively. Both 
values were significantly lower than the reaction rate for 
syphilis of 19-7 per 1,000, a disparity which was still 
present when comparison was limited to those patients 
treated with 2,400,000 units administered on one occa- 
sion. A possible explanation was that patients were 
observed more closely after treatment for syphilis. 
When the findings were compared with those of a 
similar study carried out in 1954 it was seen that in the 
earlier year reactions to penicillin occurred in 5-95 per 
1,000 patients treated compared with 9-71 per 1,000 in 
1959. Itseemed likely that the general increase in dosage 
of penicillin for gonorrhoea in later years was partially 
responsible for this difference. Only one death occurred 
among more than 100,000 patients treated at the partici- 
pating clinics during the year in which these records were 
collected. A. J. King 


581. Vancomycin in Severe Staphylococcal Infections 

D. B. Louris, T. KAminskI, and J. BUCHMAN. Archives 
of Internal Medicine [Arch. intern. Med.] 107, 225-240, 
Feb., 1961. 6 figs., 15 refs. 


In this paper from Bellevue Hospital and Cornell 
University Medical College, New York, the authors 
describe 8 cases of severe staphylococcal infection in 
which the organism had proved clinically resistant to 
adequate courses of treatment with such antibiotics as 
penicillin, erythromycin, tetracycline, chloramphenicol, 
and novobiocin. Vancomycin in doses of 2 and 3 g. 
daily resulted in rapid defervescence and sterilization of 
the lesions in 5 of the 8 cases. One of the patients 
successfully treated had bacterial endocarditis with a 
mycotic aneurysm due to a staphylococcus sensitive in 
vitro to erythromycin, chloramphenicol, and novo- 
biocin but clinically resistant. Failure of treatment in 
3 cases was associated with low serum bactericidal con- 
centrations of vancomycin and, in 2 of them, with un- 
treated localized infection presumed to be inaccessible 
to bactericidal concentrations of the drug. 

J. Robertson Sinton 


582. Nitrogen-mustard Therapy Combined with Auto- 
logous Marrow Infusion 

P. Cuirrorp, R. A. Curt, and J. K. Durr. Lancet 
[Lancet] 1, 687-690, April 1, 1961. 6 figs., 22 refs. 


The palliative treatment of 33 cases of advanced or 
generalized malignant growths with large doses of 
nitrogen mustard is described in this paper from King 
George VI Hospital, Nairobi. The drug was given in a 
dosage of 1 to 2 mg. per kg. body weight over a period 
of 5 days. Of 6 patients given 2 mg. per kg., 3 who also 
received autologous marrow infusions recovered, but 3 
who were not given marrow infusions died from the toxic 
effects of the drug. There were no deaths in a group of 
15 patients given 1 mg. per ieee and a good palliative 
effect was obtained. - G. Calcutt 
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583. Q Fever in Tyumen [Siberia]. (Jluxopagxa Ky 
B 

N. V. Propotopov. Cosemcxaa Meduyuna [Sovetsk. 
Med.) 25, 29-31, Jan., 1961. 1 fig., 5 refs. 


The author reports that 8 cases of Q fever were diag- 
nosed in Tyumen, Siberia, during 1959, in 6 of which the 
onset was acute. The fever usually lasted for 11 or 12 
days, but in one case 23 days. The temperature curve 
was not typical. In most cases there was a leucopenia 
with a shift to the left, and in the latter stages a relative 
lymphocytosis. The blood pressure tended to be rather 
below normal and at the height of the fever there was 
bradycardia. 

The course of the disease was not unlike that of typhoid 
fever, but a positive result in the complement-fixation 
test for rickettsia (Coxiella burnetii) was found in all 
cases. A. Orley 
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584. Aetiology of Central Nervous System Infections 
during Prevalence of Poliovirus and Coxsackie Virus: 
Some Clinical Manifestations of Coxsackie Virus Infections 
H. Stern. British Medical Journal [Brit. med. J.] 1, 
1061-1066, April 15, 1961. 30 refs. 


During 1959 and 1960 virological investigations were 
carried out at St. George’s Hospital, London, on cases 
diagnosed clinically as paralytic poliomyelitis, aseptic 
meningitis, and encephalitis. Faecal samples were in- 
oculated into HeLa, human amnion, and monkey 
kidney cell cultures and the viruses isolated were identi- 
fied by neutralization tests, first with pooled antisera 
against poliomyelitis, Coxsackie, and E.C.H.O. viruses 
and then with antisera against individual viruses of the 
appropriate group. Paired sera were investigated for 
complement-fixing antibodies against mumps, lympho- 
cytic choriomeningitis, herpes simplex, and adenoviruses 
and also for neutralizing antibodies against the entero- 
viruses. 

In 1959, out of 62 cases of paralytic poliomyelitis, 
Type-1 poliovirus was isolated from 52 cases and Type-3 
poliovirus from one. Out of 93 cases of aseptic menin- 
gitis, 18 yielded Type-1 and one Type-3 poliovirus, 5 
yielded Coxsackie virus B, one yielded E.C.H.O. virus 
Type 3, and one E.C.H.O. virus Type 9. Serologically, 
a further 3 cases were diagnosed as poliomyelitis (Type 1) 
and 9 as mumps meningitis. In 1960, out of 24 cases of 
paralytic poliomyelitis, 6 yielded poliovirus Type 1 and 
11 Type 3, and 2 yielded Coxsackie B2 and 2 Coxsackie 
BS viruses. Out of 115 cases of aseptic meningitis, polio- 
virus Type 1 was isolated from 6 and Type 3 from 11, 
Coxsackie viruses B5 from 17, B2 from 9, B4 from one, 
and A9 from 2, and E.C.H.O. virus Type 9 from 3. 
Serologically, 10 cases were diagnosed as mumps. — 


Some unusual features of the illness caused by Cox- 
sackie viruses are discussed. Two patients developed a 
rash, 3 developed conjunctivitis, and 4 suffered paralysis. 
Of the cases from which Coxsackie B5 virus was isolated, 
2 infants had myocarditis and one severe croup, while 3 
patients had respiratory infections and 2 were diagnosed 
as having muscle sprain. Parotitis occurred in one case 
of aseptic meningitis caused by Coxsackie A9 virus. 

The author remarks on the fall in the isolation rate of 
88% for poliovirus Type 1 in 1959 to less than 12% in 
1960, which was replaced by an increase in the incidence 
of Coxsackie virus infection. In both years mumps 
caused 10% of the cases of aseptic meningitis. 

Janice Taverne 


585. Sustained Hypertension after Poliomyelitis 
A. M. OstFeLp. Archives of Internal Medicine [Arch. 
intern. Med.} 107, 551-557, April, 1961. 20 refs. 


The relationship between sustained hypertension and 
chronic poliomyelitis was studied at University of Illinois 
College of Medicine, Chicago, and found to be closest 
in those patients with greatest skeletal muscle atrophy. 
Of 159 adolescents and young adults with chronic polio- 
myelitis, 32 had sustained hypertension years after the 
onset of acute paralysis. The hypertensive subjects did 
not differ from the normotensive group in respect of such 
factors as age, sex, family history of hypertension, acute- 
phase bulbar disease and acute-phase hypertension, renal 
calculi, or infection. It is suggested that the skeletal 
muscle atrophy is associated with decreased muscle blood 
flow and increased peripheral resistance. 

D. Geraint James 


586. The Creatine—Creatinine Index in the Urine of 
Patients with Poliomyelitis. (O xpeaTHH-KpeaTHHo30M 
nmoKasaTene B MOYe 

G. A. Korsunova. Heeponamoaoeuu u 
TTcuxuampuu [Z. Nevropat. Psihiat.] 61, 335-340, No. 3, 
1961. 4 refs. 


Creatine is not normally excreted by adults and is 
excreted only in small quantities by healthy young 
children, in whom the index creatine-+-creatinine:creatin- 
ine averages 1-1 to 1-3. The serum threshold for crea- 
tine is 1-6 mg. per 100 ml. Apart from this, creatinuria 
is of exogenous or endogenous origin. Consumption 
of 25 to 50 g. of creatine is necessary to produce exo- 
genous creatinuria, most of it being made use of by the 
muscles. Endogenous creatinuria occurs in pathological 
conditions of muscle, and denervated muscle contains 
30°% less creatine than normal muscle fibres. Such a 
condition occurs in poliomyelitis during the febrile 
stage and persists in paralytic cases. 

In an investigation of 115 children with poliomyelitis 
it was found that the creatine index was over 1-3 in 33 
out of 34 tests on patients with severe paresis of the limbs 
and trunk, in 71 out of 96 tests on those with paresis of 
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two limbs, in 50 out of 79 tests on those with one limb 
paralysed, in 34 out of 75 tests in cases of individual 
muscle-group paresis, and in 11 out of 48 tests on patients 
with no visible motor lesion. The index was elevated in 
only 2 out of 20 tests in cases in which the paresis was 
confined to cranial motor nerves. It thus appears that 
the height of this index is a measure of the mass of muscle 
involved by the anterior-horn degeneration; it may 
therefore be of both diagnostic and prognostic value. 
L. Firman-Edwards 


587. Eaton Agent Pneumonia 

J. R. KinGcston, R. M. CuHanock, M. A. Musson, L. P. 
HELLMAN, W. D. James, H. H. Fox, M. A. MANKOo, 
and J. Boyers. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.| 176, 118-123, April 15, 1961. 
2 figs., 12 refs. 


A controlled, double-blind trial of demethylchlor- 
tetracycline in the treatment of atypical pneumonia was 
carried out on a group of 290 recruits, aged 17 to 22 years, 
at the Marine Corps Recruit Depot, Parris Island, South 
Carolina. The criteria for inclusion in the trial were an 
illness of less than 5 days’ duration, temperature over 
37-8° C., a chest radiograph suggesting atypical pneu- 
monia, and nose and throat cultures negative for strepto- 
cocci and pneumococci. Patients were allocated at ran- 
dom to a treatment group given 2 capsules (each of 150 
mg.) of demethylchlortetracycline 3 times daily for 6 
days or to a control group given similar capsules con- 
taining a placebo. 

Samples of serum, which were taken on admission to 
the trial and again 17 to 21 days later, were tested for 
Eaton agent antibody by the fluorescent technique and 
for complement-fixing antibodies against 10 antigens 
(influenza A>, B, and C, para-influenza 1, 2, and 3, 
adenovirus, respiratory syncytial, psittacosis, and Q 
fever). The cold agglutinin titre of all specimens was 
determined. The patients were grouped according to 
the antibody response as follows: (1) serum positive for 
Eaton agent only, 109 patients (59 treated and 50 con- 
trols); (2) serum positive for other virus antigens, 35 (15 
treated and 20 controls); and (3) serum negative for all 11 
virus antigens, 122 (63 treated and 59 controls). The 
remaining 24 patients gave a positive response for both 
Eaton agent and at least one other antigeri and were 
excluded from further analysis. 

In the patients with Eaton agent pneumonia the dura- 
tion of pulmonary infiltration, fever, rales, cough, and 
subjective symptoms was shortened by administration of 
demethylchlortetracycline. The differences between the 
treated and control groups in the mean duration of these 
signs and symptoms were significant.at the 19% or greater 
level. The drug appeared to have a direct action on the 
pulmonary disease process, arresting progression of and 
accelerating clearing of infiltration; fever did not return 
after cessation of treatment. Demethylchlortetracycline 
was most effective in those patients who. were severely 
ill, particularly those with temperatures of 40°C. or 
higher. In the virus-negative group the mean duration 
of pneumonic signs and symptoms was also significantly 
shortened by the drug, but its effects were less than 
in those whose serum was positive for Eaton agent. 


Patients with pneumonia recognizably associated with 
respiratory-tract viruses other than Eaton agent did not 
derive significant benefit from the drug. No unfavour- 
able reactions to demethylchlortetracycline were ob- 
served. 

The fluorescent antibody technique was found to be 
more sensitive for the detection of Eaton agent infection 
than the cold agglutinin test. Joyce Wright 


588. Complications of Chicken-pox 
C. E. Rotem. British Medical Journal (Brit. med. J.) 1, 
944-947, April 1, 1961. 2 figs., 28 refs. 


During the period 1950-9 12 patients with complica- 
tions of chickenpox were admitted to Leicester Isolation 
Hospital and Chest Unit. The total population at risk 
was 1,000,000. There were 8 males and 4 females, with 
3 deaths (2 male, one female). The age groups were as 
follows—1 to 10 years 5 cases, 11 to 20 years one case, 
31 to 40 years 2 cases, 41 to 50 years 2 cases, 61 to 85 
years 2 cases. Two deaths occurred in the age group 1 
to 10 years and one death in the age group 31 to 40 
years. 

The complications observed included disseminated 
pneumonia in 6 patients (4 male, 2 female), encephalitic 
symptoms in 5 (3 male, 2 female, one fatal), albuminuria 
in 5 (4 male, one female), localized skin complications 
in 3 (2 male, one femaie), herpes zoster in 2 (one male, 
one female), pulmonary infarction in 2 (both male, one 
fatal), and visceral lesions in one (female, fatal). There 
were 2 cases of haemorrhagic chickenpox, both fatal. 
One patient had varicella gangrenosa and recovered. 
Three patients had superinfection with Staphylococcus 
aureus, one of whom had herpes zoster as well. In 3 
cases disseminated pneumonia was associated with other 
lesions elsewhere (zoster in one, meningoencephalitis in 
one, and other vesicular lesions in one); none of these 
patients had symptoms referable to the chest and the 
diagnosis was made radiologically. In most of the cases 
of disseminated pneumonia widespread nodular shadows 
were seen superimposed on increased bronchovascular 
markings, the latter being still visible up to 2 months 
afterwards. 

The fatal case with extensive visceral involvement 
occurred in a girl aged one year. At necropsy lesions 
were seen on the pharynx, epiglottis, vocal cords, trachea, 
mouth, and tongue and the lungs showed scattered 
microscopic necrotic and ulcerated lesions. In the cases 
of encephalitis symptoms occurred one, 3, 6, and 7 
days after the rash respectively in 4 cases and preceded 
it by 3 days in one case. Only in one case was there 
marked pleocytosis in the cerebrospinal fluid (133 cells 
per c.mm., 111 being lymphocytes); in all the others 
there was slight pleocytosis only, with or without a 
slightly raised protein content [figures not given]. There 
were no cases of ocular involvement apart from that of 
one male aged 85 years with trigeminal zoster and ulcera- 
tion of the cornea. 

[This is an interesting review which should be read in 
full, for although it details nothing new, it draws atten- 
tion to the dangers of what is commonly regarded as a 
minor infection.] I. M. Librach 
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589. Changes in the Tuberculin Pattern in Students 
between 1930 and 1960 

D. T. SmitrH, W. W. Jounston, I. M. Cain, and M. 
SCHUMACHER. American Review of Respiratory Diseases 
[Amer. Rev. resp. Dis.] 83, 213-234, Feb., 1961. 7 figs., 
bibliography. 


Tuberculin tests are carried out as a routine on pre- 
clinical medical students attending Duke University, 
Durham, N. Carolina. Between 1930 and 1940 60% 
reacted to 10 tuberculin units (t.u.) (0-1 mg.) of old 
tuberculin and a further 20°%% reacted to 100 t.u. Be- 
tween 1940 and 1950 a gradual decrease occurred in the 
proportion reacting to 10 t.u. and an increase in the 
proportion reacting to 100 t.u. This trend has acceler- 
ated since 1950, and in 1959 7-5°% of medical students 
reacted to 5 t.u. (0-0001 mg.) of P.P.D. and 39-1°% to 250 
t.u. of P.P.D. In the same year among negro nursing 
students after some months’ work on the wards the 
proportion giving positive reaction was much higher— 
49-3°% to 10 t.u. and 35-2% to 100 t.u. The correspond- 
ing figures for white female secretaries and clerks were 
40-9°% and 43-2%. The tuberculin reactions of medical 
students from both northern and southern States were 
tested with Battey and avian tuberculin. About 50% of 
students from both regions reacted to avian tuberculin 
with small or large reactions, but many more students 
from southern States had reactions of 6 mm. diameter 
or more. Negro student nurses gave larger reactions to 
avian, Battey, and human tuberculins than the medical 
students. 

The biological and epidemiological considerations 
bearing upon variations in tuberculin sensitivity are dis- 
cussed at length. It is concluded that infection with 
avian tubercle bacilli in the U.S.A. may play an important 
part in the production of heterologous sensitivity to 
tuberculin. T. M. Pollock 


590. Corticotropin-induced Changes in the Tuberculin 
Skin Test: a Controlled Study in Advanced Tuberculosis 
H. SALomon and J. H. ANGEL. American Review of 
Respiratory Diseases [Amer. Rev. resp. Dis.] 83, 235- 
242, Feb., 1961. 2 figs., 45 refs. 


A study has been made at the State University of New 
York, Downstate Medical Center, Brooklyn, New York, 
of the effect of systemic corticotrophin (ACTH) in reduc- 
ing the degree of cutaneous tuberculin sensitivity in 
tuberculous patients. Thirty patients with advanced 
pulmonary tuberculosis received 0-3 g. of isoniazid, 
12.0 g. of PAS, and 1 g. of streptomycin daily during a 
period of 6 months, while 33 similar patients received, in 
addition to this regime, 80 units of corticotrophin gel 
intramuscularly daily, followed by a maintenance dose 
of 30 to 40 units daily for 3 months. 

The patients were tested with 5 tuberculin units of 
P.P.D. injected intracutaneously before treatment and 


again at 6 weeks, 3 months, and 6 months. Before treat- 
ment the mean diameter of induration of the reaction in 
the two groups was similar, but by 6 weeks the mean 
diameter of induration in the group receiving corti- 
cotrophin was only about half as great as in the other 
group. The effect of corticotrophin was seen only during 
the period of its administration. When the drug was 
discontinued the amount of induration of the reaction in 
the corticotrophin-treated group again became similar to 
that in the group given chemotherapy alone. 
T. M. Pollock 


591. A Tuberculosis Drug-resistance Register 
H. E. Tuomas. Tubercle [Tubercle (Lond.)] 42, 1-6, 
Feb., 1961. 1 fig., 11 refs. 


For the City of Birmingham for the years 1956-9 a 
register was kept of all patients from whom bacilli 
resistant to antituberculous drugs were isolated, and in 
this paper from West Heath Hospital and the Chest 
Clinic, Birmingham, some of the information is analysed. 
During the 4-year period drug-resistant tubercle bacilli 
were isolated from 287 patients. After 1957 there was 
an annual fall of 40% in the number of new patients 
found to be excreting drug-resistant bacilli; in that year 
149 patients were excreting such bacilli, whereas in 1959 
the figure had fallen to 88. Resistance to PAS appeared 
to be associated with a better prognosis than resistance 
to streptomycin or isoniazid, but this, it is considered, 
may have been due to misinterpretation of resistance 
levels. Of those patients with bacilli resistant to all 
three drugs, 25% were dead at the end of 1 to 2 years and 
this percentage had increased to 56 after 3 to 4 years; 
the corresponding figures for patients resistant to two 
drugs were 17°% and 48° and for those resistant to one 
drug 15 to 20% and 30%. '_ G. M. Little 


592. A Long-term Followup of 30 Neuropsychiatric 

Tuberculosis Patients with the ‘‘ Open-negative ’’ Syn- 

drome of Indefinitely Prolonged Chemotherapy 

T. Worosec, L. KRASNER, and R. T. Fox. Diseases of 

= oe [Dis. Chest] 39, 523-529, May, 1961. 2 figs., 
refs. 


' The results are described of long-term chemotherapy 
at the Veterans Administration Hospital, Downey, 
Illinois, of 30 neuropsychiatric tuberculous patients 
(males aged 35 to 80), 8 of whom had moderately and 22 
far advanced disease before treatment and all had “* open 
negative ” tuberculous cavities. Resection was not con- 
sidered possible in 23 of the patients and surgery had 
been refused by 7. Streptomycin, isoniazid, and PAS 
were given in paired combinations except to patients with 
toxic symptoms or progressive disease, when all three 
drugs were given. Other drugs—for example, cyclo- 
serine—were administered if drug resistance was encoun- 
tered. The recommended dosages of these drugs were 
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given until cultures had been negative for 2 to 5 years, 
when treatment was continued with isoniazid alone in a 
dosage of 300 mg. daily. At the time of the report 17 
of the patients were receiving isoniazid alone. Two 
or three specimens of gastric contents were cultured 
monthly for 2 to 3 years and thereafter at 4-monthly 
intervals. There was bacteriological remission in the 
first year of treatment in 15 cases, in 1 to 3 years in 11, 
and after 44 years in one case; in 3 cases cultures were 
negative before treatment started. In 4 cases single 
positive cultures were obtained after 20 to 76 months’ 
treatment, but the patients showed no radiological 
deterioration. Of these 4 patients, 2 died 8 to 9 months 
later and at necropsy tissue stains showed acid-fast 
bacilli which could not be cultured and did not infect 
guinea-pigs. 

Serial chest radiographs showed progressive shrinking 
of cavities and resolution of surrounding lesions with the 
usual sequelae of lung tissue destruction. In 4 cases in 
the series improvement was such that operation was 
possible—unilateral resection in 2 and extraperiosteal 
plombage in 2. There were 6 deaths, but none was due 
to active tuberculosis, so that the continuous chemo- 
therapy prevented relapses and further dissemination of 
the disease in the group. 

[But where, except in such a hospital, will patients sub- 
mit faithfully to such a regimen?] 

Janet Q. Ballantine 


593. Treatment of Early Tuberculous Cavities with 
Tuberculostatic Drugs and Prednisone (Prednisolone). 
(Therapie der friihen tuberkulésen Kaverne mit Tuber- 
kulostatika und Prednison (Prednisolon)) 

B. SapuyicA and M. Mraxovéié. Tuberkulosearzt 
[Tuberk.-Arzt] 15, 325-330, May, 1961. 25 refs. 


This paper from Zelengaj Sanatorium, Zagreb, 
Jugoslavia, describes an experimental study of the effect 
of prednisolone on the rate of closure of early tuber- 
culous cavities. Two groups each of 21 patients with 
recent cavities were treated in two different hospitals, 
one receiving the usual antituberculous chemotherapy 
plus prednisolone (0-4 mg. per kg. body weight daily) 
and the other chemotherapy only. The average period 
for the closure of cavities was 61 days in the prednisolone- 
treated group and 126 days in that receiving chemo- 
therapy alone, this difference being statistically significant 
(P=0-01). A. J. Karlish 


594. A Trial of Ethionamide 

G. W. ALLAN, A. W. Legs, and G. B. S. Roserts. 
British Journal of Diseases of the Chest (Brit. J. Dis. 
Chest] 55, 91-95, April, 1961. 2 refs. 


At the Ruchill Hospital, Glasgow, ethionamide in a 
dosage of 1 g. daily was given to 78 patients with chronic 
pulmonary tuberculosis; 73 of the patients also received 
a drug to which the bacteria were still sensitive. In 32 
cases ethionamide had to be discontinued because of 
toxic reactions, which included nausea, vomiting, 
metallic taste, anorexia, headache, mental disturbance, 
swelling of the face, and skin sensitization. There was 
no evidence of a toxic effect on the liver, kidneys, or 


haematopoietic system. Ethionamide was combined 
with PAS (15 g. daily) in 35 patients, pyrazinamide (1-75 g. 
daily) in 6, isoniazid (400 mg. daily) in 4, strepto- 
mycin (1 g. daily) in 3, and cycloserine (1-5 g. daily) in 
one patient. In about half of the patients there was 
resistance to ethionamide initially, although none had 
received this drug before. After 3 months resistance 
rapidly developed or increased in 5 patients given ethion- 
amide alone, and tended to appear or to increase in 
some of those receiving combinations of drugs. Radio- 
logical improvement and sputum conversion were noted 
in half of those receiving PAS and ethionamide, and 
cavity closure occurred in a few. The authors consider 
that ethionamide with PAS should prove useful thera- 
peutically in patients with intractable disease. 
I. Ansell 


595. Chronic Pulmonary Tuberculosis: Treatment with 
Ethionamide Combined with Cycloserine or Oxytetra- 
cycline 
G. B. MARSHALL CLARKE and A. J. O’HeEa. British 
Medical Journal (Brit. med. J.| 1, 636-638, March 4, 1961. 
3 refs. 


The authors of this paper from Knightswood and 
Robroyston Hospitals, Glasgow, describe the results 
obtained with ethionamide in the treatment of 12 patients 
with chronic pulmonary tuberculosis and a persistently 
positive sputum in whom tubercle bacilli were resistant 
to streptomycin, isoniazid, and, in most cases, PAS. 
The drug was given in a dosage of 250 mg. 4 times 
daily for 6 months. Of 5 patients who had in addition 
250 mg. of cycloserine 4 times daily, 4 showed sputum 
conversion at 6 months; however, in 2 of these who 
failed conscientiously to continue treatment out of 
hospital there was a relapse. The remaining 7 patients 
were given oxytetracycline (instead of cycloserine) in a 
dosage of 250 mg. 4 times a day and 2 of these showed 
sputum conversion. Resistance to ethionamide ap- 
peared after about 9 weeks in the unsuccessful cases. 
Some symptomatic and radiological improvement 
occurred in all except 2 patients. Drowsiness was the 
commonest toxic effect, but one patient receiving ethio- 
amide and tetracycline became jaundiced. 

J. Robertson Sinton 


596. Cycloserine Treatment of Out-patients with Chronic 
Drug Resistant Pulmonary Tuberculosis 

J. W. Craic, H. and J. M. Aston. Tubercle 
[Tubercle (Lond.)] 42, 7-13, Feb., 1961. 16 refs. 


A trial of cycloserine in the treatment of chronic drug- 
resistant tuberculosis is reported in this paper from Isling- 
ton Chest Clinic and Whittington Hospital, London. Of 
the 24 patients included in the trial, 16 received capsules 
of cycloserine and isoniazid and 8 received similar 
capsules of isoniazid with talc. As the study progressed 
3 patients in the treated group and 2 of the controls were 
excluded. The daily dosage of cycloserine was 0-5 g. 
and of isoniazid 300 mg., treatment being continued for 
12 months. The follow-up period in all cases was 6 
months. 

Of the 13 patients given cycloserine and isoniazid, 10 
showed a striking gain in weight and 7 pronounced 
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clinical improvement. In 4 patients in this group 
there was reduction in cavity size with less mottling, but 
only one of the controls showed radiological improve- 
ment. The sputum remained positive in all cases, tem- 
porary sputum conversion occurring in 3 of the 13 
patients in the cycloserine group. Of 3 patients in whom 
sputum sensitivity tests were consistently carried out, 2 
developed resistance to cycloserine which persisted 
throughout the follow-up period. Toxic effects occurred 
in 9 of the patients receiving cycloserine, but these were 
also observed in 5 of the controls. G. M. Little 


597. Sulphoniazide in the Treatment of Tuberculosis. 
(Sull’impiego terapeutico della sulfoniazide nella tuber- 
culosi) 

L. Covacev. Minerva ‘medica [Minerva med. (Torino)] 
52, 1059-1064, March 24, 1961. 10 figs., 13 refs. 


Sulphoniazide is a stable drug which is related to isoni- 
azid and is hydrolysed to isoniazid only with difficulty. 
It is the sodium salt of the isonicotinoylhydrazone of 
benzaldehyde metasulphonic acid and possesses anti- 
tuberculous properties. At the Ramazzini Hospital, 
Modena, the author has used this drug in the treatment of 
12 patients with pulmonary tuberculosis. The drug was 
given alone, usually in a daily dosage of 30 to 40 mg. 
per kg. body weight, often half by mouth and half by 
intravenous injection [the reason for this is not stated] 
for 2 to 6 months. All improved clinically; 2 out of 
8 patients whose sputum was initially positive became 
sputum-negative and there was radiological improvement 
in 4 patients with recent exudative disease. Tolerance 
was excellent. The author concludes that the drug 
deserves a place as a second-line antituberculous drug, 
possibly in combination with other drugs in recent 
exudative disease. 

[There is no mention of the isoniazid sensitivity of 
these patients’ organisms or of any possibility of cross- 
resistance between these two drugs.] Arnold Pines 


598. Surgical Treatment of Tuberculosis 
Associated with Anthracosis and Silicosis in Coal Miners 
P. RAZEMON and M. Rupert. Journal of Thoracic and 
Cardiovascular Surgery (J. thorac. cardiovasc. Surg.] 41, 
281-290, March, 1961. 12 figs., 23 refs. 


The authors, who report from the University of Lille, 
have operated on 159 patients with tuberculosis associated 
with anthracosis or silicosis. All the patients had posi- 
tive sputum at one time or another, and the radiological 
classifications in common use were used in the definition 
of the silicosis. Surgery was not considered until 6 
months of adequate antituberculous chemotherapy had 
been given. The indications for surgery were then those 
for patients without the complicating factor of pneumo- 
coniosis. In each of the 159 cases resection was carried 
out, secondary thoracoplasty being performed in 10. 
Complications were commoner in the presence of sili- 
cosis than of anthracosis. There were 11 cases of 
bronchopleural fistula and 8 deaths. Spread occurred 
in 6 cases. In 12 cases there is a persistently positive 
sputum. Definitive cure is claimed in 65°% of patients 
2 years after operation. J. R. Belcher 
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599. A Case of Tuberculosis of the Breast following 
Regional Lymphadenitis. (Cnyyai ty6epxynesa 
wKenesbl, pasBHBWerocA MpH perHoHapHOM 

M. A. KaraAtunsky. podseme Tydepxyaresa [Probl. 
Tuberk. 39, 106-107, No. 1, 1961. 2 figs. 


Tuberculosis of the breast is a rare disease, but the 
author, who could find only a few cases described in the 
world literature, has seen 2 cases in the past 5 years, one 
of which is described in detail. This patient, a girl 
student 17 years of age, had had no previous significant 
illnesses and so far as known had not been in contact 
with tuberculosis. Some 2 months before being seen 
she had noticed a painful swelling in her right axilla and 
soon afterwards a sinus developed. A month later the 
right breast began to swell and harden and within a few 
weeks several sinuses formed. On examination the 
patient was pale and anaemic, but had no pyrexia. 
In the right axilla there was a conglomeration of hard, 
painful lymphatic nodules and no fewer than 5 freely 
discharging sinuses. The much enlarged right breast 
was hard, painful, deep blue in colour, with 4 sinuses on 
the lateral side and 2 on the medial. The superficial 
veins all round the breast were dilated. 

Radiography of the lungs revealed no pulmonary 
involvement. The haemoglobin value was only 50%, 
the leucocyte count 10,500 per c.mm., and the erythro- 
cyte sedimentation rate 54 mm. in the Ist hour. The 
reaction for tularaemia was negative. Histological 
examination of a biopsy specimen showed epithelial 
tubercles with giant cells in the centre, some of the 
tubercles being necrotic. The diagnosis was tuberculosis 
of the lymph nodes and breast. Treatment consisted in 
administration of streptomycin and penicillin, 0-06 g. 
of each daily, and later 1 g. of phthiazid with PAS for 
170 days, the total doses of the drugs being streptomycin 
52 g., penicillin 45 g., and PAS 1,000 g. At the end of 
5 months all the lesions cleared up and the sinuses 
healed, leaving only hard scars in the axilla. 

H. W. Swann 


600. Localized Peripheral Tuberculous Lymphadenitis. 
Therapeutic Indications and Results in 80 Cases. 
(Adénites tuberculeuses périphériques localisées. Indi- 
cations thérapeutiques et résultats (80 observations)) 

P. LavaL, H. BoNNEAU, and G. CasTeL. Revue de 
Tuberculose et de Pneumologie (Rev. Tuberc. (Paris)] 25, 
1-18, Jan. [received April], 1961. 2 figs., bibliography. 


The authors describe their methods of diagnosis and 
treatment in 80 cases of localized peripheral tuberculous 
adenopathy in children and adults, in 89-2% of which 
the cervical nodes were the site. Of the 80 cases, 62 
were chronic and 18 acute or subacute. In diagnosis 
needle puncture was useful, but examination of a biopsy 
specimen was more certain. In treatment the best results 


were obtained with a combination of antibiotics (usually — 


penicillin and streptomycin) administered systemically 
and locally and surgical resection, with or without the 
addition of corticosteroid therapy. A. J. Karlish 
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601. Prostitution and Venereal Disease. Social Con- 
siderations of Prostitution 

R. R. Wittcox. British Journal of Preventive and Social 
Medicine [Brit. J. prev. soc. Med.| 15, 42-47, Jan., 1961. 
47 refs. 


That the prostitute is but one factor in the spread of 
venereal disease is indicated. The prostituant, especi- 
ally the itinerant male, is equally important. Evidence 
is given to show that itinerant males are more prone to 
venereal disease than non-itinerants, and that they fre- 
quently contract such diseases from prostitutes. The 
itinerant male usually contracts his disease from the 
static female. Figures are presented which indicate that 
over 90°% of the inmates of brothels in many countries 
of the world are nationals of the country in which the 
brothels are situated. The tendency is noted for more 
studies to be undertaken of the prostituant as opposed 
to the prostitute. Prostitution flourishes in situations 
of political and economic confusion and obeys the law 
of ** supply and demand ”’. 

The risk of an individual contracting venereal disease 
from a prostitute is considered. Some of the data pre- 
sented indicate that the risk is lower than might be 
expected. The role of alcohol in the spread of venereal 
disease is discussed. The association is not necessarily 
so simple as it first appears, for the effect of alcohol on 
the causation of venereal diseases seems to be more 
indirect than direct. Alcohol may encourage prostitu- 
tion and contrariwise prostitution may boost the sales 
of alcohol.—[Author’s summary. ] 


602. The Immunofluorescence Test for the Detection of 
Syphilitic Antibodies. (La reazione di immunofluore- 
scenza per la ricerca degli anticorpi della lue) 

E. MANNuccI and U. SpAGNoLI. Annali Sclavo [Ann. 
Sclavo] 3, 49-62, Jan.—Feb. [received April], 1961. 
3 figs., 20 refs. 


A new means of serological diagnosis of syphilis in the 
form of the immunofluorescent technique is described. 
In the direct method of Coons et al. (J. Immunol., 1942, 
45, 159) as applied to syphilis by Deacon et al. (Proc. Soc. 
exp. Biol. (N.Y.), 1957, 96, 477; Abstr. Wld Med., 1958, 24, 
26) treponemal antibody combines on a glass slide with a 
treponemal suspension. The resulting antigen-antibody 
complex is invisible, but can be revealed by treatment 
with antiglobulin combined with fluorescein isothio- 
cyanate. In the direct method the antibody in the serum 
is combined with fluorescein. This method, however, 
is less sensitive and requires the conjugation of each serum 
with the dye. The fluorescent treponemal antibody test 
compares favourably with the V.D.R.L., Reiter protein 
complement fixation and treponemal immobilization 
tests, particularly in primary syphilis. 

The preparation of the reagents for this test is described 
in adequate detail. The antigen is a treponeme of the 
Nichols strain obtained from intratesticular culture in 


rabbits. Anti-human globulin is prepared by the 
immunization of goats or rabbits, the final concentration 
of antibody lying between 400 and 700 yg. N per ml. 
The proper conjugation of the Coombs reagent with 
fluorescent dye is highly critical and not all brands of 
fluorescein are suitable. It is carried out at 0° C. under 
magnetic stirring and 0-05 mg. of solid dye is added for 
each milligramme of protein in the solution and then 
stirred for 16 to 18 hours at 2° to 4° C. At the end of 
this period excéss dye is removed by dialysis or other 
methods. A simple titration against a positive test serum 
is then carried out to determine the optimum dilution of 
the fluorescein-treated Coombs reagent. 

The patients’ serum for the test is inactivated and used 
in a 1:50 dilution in buffered saline. 

For the test itself two 0-01-ml. amounts of treponemal 
suspension are applied to a slide and dried at 37°C. 
under constant agitation to ensure an even distribution 
of treponemata within previously marked circles. The 
treponemal film is fixed in acetone for 10 minutes and 
0-03 ml. of the 1:50 serum then applied at 37° C. for 30 
minutes under constant agitation. This is followed by 
two rinses and then the application of the fluorescein- 
antiglobulin reagent in the same way as the serum was 
applied. The optical equipment for reading the test is 
briefly described. At first the presence of treponemata is 
confirmed under simple dark-ground illumination and 
then the reading proper is performed under ultraviolet 
light in duplicate on the two inocula on each slide, and 
graded from +++ to —. 

[This paper is preceded by a companion paper by the 
same authors dealing with the fundamental aspects of 
the immunofluorescent technique.] F. Hillman 


603. The Relationship of Brucella Infection to Biologic 
False Positive Tests for Syphilis i! 

C. M. CARPENTER, J. N. MILLER, R. A. Boak, and C. L. 
HEISKELL. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 241, 231-234, Feb., 1961. 10 refs. 


Sera submitted for serological tests for syphilis (S.T.S.) 
were examined for evidence of Brucella infection at the 
University of California School of Medicine. Agglu- 
tination tests using Br. abortus suspensions prepared by 
the Bureau of Animal Industry of the U.S. Department 
of Agriculture were performed by the technique recom- 
mended by the Committee on Brucellosis of the National 
Research Council. All specimens were subjected to 
treponemal immobilization (T.P.I.) tests, V.D.R.L. slide 
tests, and Kolmer cardiolipin complement fixation tests. 

Brucella agglutinins ranging in titre from 1:20 to 
1:5,120 were found in 21°1% of 464 sera which gave 
positive T.P.I. and S.T.S. results (syphilis group) and in 
29% of 1,126 sera giving positive S.T.S. but negative 
T.P.I. reactions (biological false positive (B.F.P.) group), 
but in only 10-4°%% of 444 sera from patients classed as 
normal whose sera gave negative results with both the 
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S.T.S. and T.P.I. test. [The patients appear to have 
been classified on purely serological grounds, and no 
indication is given of the distribution of the agglutinin 
titres found in the three groups.] 

Intradermal tests using a commercial reagent (“‘ bru- 
cellergen were also performed on patients; posi- 
tive reactions were found in 12 out of 33 in the syphilitic 
group and 21 out of 45 in the B.F.P. group, but in only 
19 out of 200 “‘ normal ”’ patients tested. 

The results are thought to show a significant relation- 
ship between past or present Brucella infection and the 
presence of reagin. Tests on sera from some B.F.P. 
reactors showed that reagin can be absorbed from serum 
by Br. abortus. It is suggested that reagin may be 
formed in response to Brucella and perhaps other infec- 
tious agents as well as to Treponema pallidum. Failure 
to obtain serum reversal in patients who have been 
adequately treated for syphilis might be due to a con- 
current Brucella infection. A. E. Wilkinson 


604. T. pallidum Agglutination Test for Syphilis 

C. W. Cuacko and L. YoGeswari. Indian Journal of 
Medical Research [Indian J. med. Res.] 49, 196-213, 
March [received May], 1961. 13 refs. 


At the Institute of Venereology, Madras Medical Col- 
lege, the sensitivity and specificity of the Treponema 
pallidum agglutination (T.P.A.) test were compared with 
those of three standard tests in which lipoidal antigens 
are used—namely, the V.D.R.L. slide test, the Kahn 
test, and the Wassermann test. The T.P.A. test was car- 
ried out according to the technique of Hardy and Nell 
(J. exp. Med., 1955, 101, 367; Abstr. Wid Med., 1955, 18, 
462), except that sera were not absorbed with lipoidal 
antigen before testing. 

The sensitivity of the T.P.A. test was evaluated by 
examining specimens of serum from 216 cases of untreated 
syphilis in various stages. Positive reactions to the 
T.P.A. test were obtained in 97-7°% of the cases, the 
figures for the other tests being V.D.R.L. 99-5%%, Kahn 
98°%, and Wassermann 99°%%. The sensitivity of the tests 
was much lower with sera from patients with treated 
syphilis, positive results to the T.P.A. test being obtained 
in 53-7% and with the V.D.R.L. in 78%. This was 
probably due to the large number of patients (57) with 
treated early infections who were included in this group. 

Specimens of serum were also tested from 176 healthy 
individuals and 539 patients with various conditions, 
including 42 with venereal diseases other than syphilis 
and 332 with leprosy. On the assumption that none of 
these patients had syphilis, the T.P.A. test was non- 
reactive in 96-8°%, the V.D.R.L. in 92-6%, the Kahn in 
92-3°%, and the Wassermann in 72-7°%%. No definite 
diagnosis could be established in 15 cases in which sera 
gave positive reactions to all four tests. No positive 
reactions to the T.P.A. test were obtained in the group 
of 176 healthy subjects. 

The T.P.A. test was carried out before and after absorp- 
tion of 247 sera with V.D.R.L. antigen to remove reagin 
antibody. This produced a reversal to negative of the 
T.P.A. response which had been positive with unabsorbed 
serum in 8 out of 137 syphilitic sera, in 7 out of 65 sera 


VENEREAL DISEASES 


from cases of latent syphilis where the diagnosis was 
supported by other than serological evidence, and in 2 
out of 33 in which the diagnosis of latent syphilis was 
serological only. Reversal also occurred in tests on 10 
out of 12 sera from patients in the non-syphilitic group. 
Although the absorption technique presumably reveals a 
specific antibody distinct from reagin, the authors do not 
consider that it is very practical for routine use. 

Tests were repeated at intervals up to a year on 5 
positive and 5 negative sera, the same treponeme suspen- 
sion being used throughout. The results were repro- 
ducible and the antigen appeared to be stable over this 
period when stored at 5° C. 

The authors conclude that the T.P.A. test in the form 
used in this investigation cannot be regarded as a substi- 
tute for the 7. pallidum immobilization test, but that it 
merits further study directed towards the development of 
an antigen which is agglutinated only by the specific tre- 
ponemal antibody and not by reagin. 

A. E. Wilkinson 


605. Value of the Complement Fixation Reaction with 
Treponema pallidum Antigen Prepared by Ultrasonic 
Irradiation in the Serological Diagnosis of Syphilis. 
(Valeur de la réaction de fixation du complément avec 
l’antigéne Treponema pallidum ultrasoné pour le séro- 
diagnostic de la syphilis) 

A. VAISMAN and A. HAMELIN. Bulletin of the World 
Health Organization [Bull. Wid Hith Org.] 24, 239-247, 
1961. 21 refs. 


The results of the treponemal immobilization (T.P.I.) 
test, performed at the Institut Alfred Fournier, Paris, 
on 2,339 samples of human serum, were compared with 
the results of complement fixation tests performed with 
cardiolipin and with antigens from Reiter’s treponeme 
and from the Nichols strain of Treponema pallidum, both 
obtained by disruption with ultrasonic vibrations. In 
41% of cases the results of the 4 tests failed to agree; 
856 were positive by the T.P.I. test, 727 with the Nichols 
antigen, 628 with the Reiter antigen, and 150 with the 
lipid antigen. Among 79 sera giving false positive results 
with lipid, 53 also did so with the Reiter antigen, but only 
36 did so with the Nichols antigen. Thus it appeared 
that, next to the T.P.I. test, the complement fixation test 
with the ultrasonically disrupted Nichols strain was the 
most sensitive as well as the most specific test. 

The T.P.I. test and the complement fixation test with 
cardiolipin gave negative results with 24 sera from 
patients with primary syphilis; 9 were positive with the 
Nichols antigen and all were positive with the Reiter 
antigen, indicating that this last test detected the presence 
of antibody at an earlier stage than the rest. When the 
4 tests were performed on 345 samples of cerebrospinal 
fluid the T.P.I. reaction was found to be positive in 
cases of progressive syphilis of the central nervous 
system, but negative in stabilized or cured cases, for which 
tests performed with the ultrasonically prepared antigens 
were more sensitive. 

Results obtained with sera from laboratory animals 
which had been inoculated with living or ultrasonically 
disrupted cultures of the Nichols strain or with dis- 
rupted cultures of Reiter’s treponeme suggested that 
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immobilizing antibodies differ from complement-fixing 
antibodies and that the antibodies reacting with ultra- 
sonically prepared Reiter and Nichols antigens differed 
not only from those reacting with lipids, but also from 
each other. Janice Taverne 


606. Study of 550 Cases of Visceral Tertiary Syphilis 
Collected since the Start of Penicillin Treatment at the 
Dermatosyphiligraphic Clinic and the General and Special- 
ized Clinics of the Lille Regional Medical Centre. (Etude 
de 550 cas de syphilis tertiaire viscérale recueillis depuis 
le recours au traitement pénicilliné par la Clinique Der- 
matosyphiligraphique et par les Cliniques Médicales 
générales et spécialisées du C.H.R. de Lille) 

C. Huriez, P. AGAcue, J. BAELDEN, F. SOUILLIART, G. 
and J. Cuarwes. Lille médical [Lille méd.] 6, 
165-177, Feb. [received April], 1961. 14 figs. 


Of 550 patients with tertiary syphilis seen and treated 
within the Lille district in the years 1945 to 1960, 495 
(90°) had neurosyphilis. Despite the general reduction 
in the incidence of primary and secondary syphilis there 
have been a relative increase in the incidence of tertiary 
syphilis and a marked preponderance of neurosyphilis, 
not entirely due to better diagnosis. It is contended 
that the increased frequency is in part due to inadequate 
therapy of early syphilis—largely owing to the use of 
too low a penicillin dosage without ancillary treatment 
with bismuth. Of the patients with neurosyphilis, 165 
(32%) had tabes dorsalis, 176 (35°%) general paralysis 
of the insane (G.P.I.), and 106 (21°%) the meningovascu- 
lar type. The male:female ratio was 2:1. Only 51 
(12%) gave a history of primary or secondary lesions 
(but this figure is not dependable in view of the known 
difficulty of obtaining a history from the patient with 
G.P.I.). Of these, only in one-fifth did the tertiary disease 
develop within 10 years of the primary lesion and in 449% 
the interval was more than 20 years. It is important 
to note that 29°%% of these patients had received no 
treatment, while the rest had had very erratic penicillin 
or metallotherapy, quite inadequate for total resolution. 
This is in contrast to the findings in a group of patients 
in whom early syphilis had been adequately treated and 
of whom none had developed tertiary syphilis after 15 
years. In 75% of cases the patients in this group had 
been given over 20 mega units of penicillin, usually with 
concomitant bismuth therapy for 3 months. All had had 
the course repeated at least once in 3 years and usually 
until the serology had become normal. 

The patients with tertiary syphilis were treated with 
penicillin in doses ranging from 10 to more than 100 mega 
units. Clinically, the effects of treatment once the third 
stage was established were rather disappointing. Of the 
patients with classic tabes, few showed any improvement 
in the objective signs such as areflexia, trophic changes, 
or hypertonia, but on the other hand lightning pains and 
visceral crises were often relieved. Among the paretics 
only stabilization of the condition was achieved, al- 
though oculomotor abnormalities often cleared up, with 
the exception of the persistent Argyll Robertson pupil. 
In about 60°% of cases the serology became normal, while 
in a further 30% it was improved. Here the good effect 


of penicillin on cytological response was noted. A 
similar pattern of response in other forms of tertiary 
syphilis was observed, notably a reduction in the inci- 
dence of severe aneurysms and interstitial keratitis. 

A major problem presented was the frequency with 
which serologically negative tertiary syphilis was en- 
countered with clinically obvious involvement. Here 
the treponemal immobilization (Nelson) test proved 
invaluable, but the fact is emphasized that inadequate 
therapy will very often improve the serology in the early 
stages, yet will not prevent the eventual evolution of the 
severe tertiary stage. Once this is established little can 
be done to resolve the damage. Allene Scott 


607. Immuno-allergological Investigation in Late Syphi- 
lis. Value of the Luetin Test. (Exploration immuno- 
allergologique dans la syphilis tardive. Intérét du test 
a la luétine) 

C. Huriez, P. Martin, and J. BAELDEN. Lille médical 
[Lille méd.] 6, 178-183, Feb. [received April], 1961. 


Since 1952 many tests have been introduced in the 
attempt to remedy the inadequacy of the routine sero- 
logical tests for syphilis, which have a range of positivity 
of only between 30 and 68%. The development of the 
V.D.R.L. and cardiolipin antigens has helped to raise the 
proportion of positive results above 70% and the tre- 
ponemal immobilization (T.P.I.) test of Nelson may give 
up to 98% positive reactions in syphilis. However, even 
this last test gives poor results in osseous syphilis and in 
tabes. The luetin intradermal test was reported by 
Degos in 1944 to give 100°% positive results in tertiary 
syphilis when Muller’s organic luetin was used in place 
of Noguchi’s culture product. The present authors have 
examined 105 cases of undoubted tertiary syphilis with 
the luetin test in addition to the routine tests. Of 54 
patients with cutaneous, osseous, aortitic, and neuro- 
logical disease, 48 gave at least one positive serological 
reaction, but only 16 gave a positive luetin reaction, one 
of these occurring in a case of osseous syphilis in which 
the other tests were negative. Of 18 patients with inter- 
stitial keratitis, however, which has a demonstrable 
allergic element in the pathogenesis, all gave positive 
T.P.I. reactions and 11 (65%) gave a positive reaction to 
luetin. It would appear that the luetin test is even less 
dependable than the more usual routine examinations, 
but might possibly have a place as an additional test 
when the results of all other investigations are negative. 

Allene Scott 


608. The Treatment of Early Syphilis with Erythro- 
mycin. (Die Behandlung der Friihsyphilis mit Erythro- 
mycin) 

W. GertTLer. Dermatologische Wochenschrift [Derm. 
Wschr.] 143, 220-229, March 4, 1961. 23 refs. 


Penicillin has proved so effective in the treatment of 
syphilis that experience with other antibiotics in this 
disease is very limited. Most published series have been 
very small so that evidence of the efficacy of these sub- 
stances in treatment is scanty. The author of this. 
paper, who works at the Skin Clinic of the Karl Marx 
University, Leipzig, reports his findings after treating 12 
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syphilitic patients with erythromycin. One patient had 
seronegative primary syphilis, 4 seropositive primary 
syphilis, 2 early secondary syphilis, and 5 advanced or 
relapsing secondary syphilis. 

The dosage of erythromycin varied from 1-0 to 1-6 g. 
daily and this was continued for 15 to 20 days. Tre- 
ponema pallidum disappeared from all primary lesions 
within 45 hours and was not detected again. The secon- 
dary lesions cleared up in a similar manner to that seen 
after the usual penicillin treatment. The effect of treat- 
ment on the serological tests was somewhat less im- 
pressive. The case of seronegative primary syphilis 
became seropositive one week after completing treat- 
ment, but returned to negative again within 4 weeks. 
The other cases of seropositive primary syphilis all be- 
came seronegative within one to 5 months after treatment. 
Of the 5 cases of secondary syphilis, only one became 
seronegative during the follow-up period of 7 months. 
The author suggests that a longer period of administra- 
tion of the drug may be required in such cases. 

An interesting discrepancy between the concentration 
of erythromycin required to produce immobilization of 
T. pallidum in vitro and the serum levels required to pro- 
duce clinical cure is pointed out. Jn vitro a concentra- 
tion of 2,700 xg. per ml. is required (compared with 0-01 
pg. per ml. with penicillin), whereas the serum levels 
obtained with the dosage used were of the order of 5 to 
20 wg. per ml. The explanation is not apparent. 

The indications for erythromycin in syphilis are dis- 
cussed and the author concludes that it has a place in 
the treatment of patients who are sensitive to penicillin. 

R. D. Catterall 


GONORRHOEA 


609. The Single Dose Treatment of Acute Gonococcal 
Urethritis with Demethylchlortetracycline 

P. E. Pocui and J. S. Strauss. Antibiotic Medicine and 
Clinical Therapy [Antibiot. Med.) 8, 75-77, Feb. [received 
April], 1961. 9 refs. 


It is pointed out, while a single intramuscular injection 
of penicillin remains the treatment of choice for acute 
gonorrhoea, in patients who are allergic to penicillin 
other antibiotics must be given, preferably in a single 
dose since clinic patients cannot be relied upon to attend 
for repeat injections. 

The rate of renal clearance of demethylchlortetracycline 
is much slower than that of tetracycline and after a single 
oral dose of the former there is an effective serum level 
of the drug for a comparatively long time. Of 132 
strains of Neisseria gonorrhoeae tested for susceptibility 
in vitro, 88°%, were equally or more sensitive to this anti- 
biotic than to 3 other tetracycline derivatives. 

A single oral dose of 0-9 g. of demethylchlortetracycline 
was given to 43 male patients with acute gonococcal 
urethritis at Massachusetts Memorial Hospitals, Boston. 
The diagnosis was confirmed by ti. finding of Gram- 
negative diplococci in stained smears and culture of N. 
gonorrhoeae from urine sediment. The patients were 
seen each week for 3 weeks, urine being cultured at each 
visit. Of the 43 patients, 36 returned for follow-up, but 


of these, 14 returned once, 15 twice, and only 7 returned 
3 times. Of the 36 patients followed up, 32 were classi- 
fied as cured; the remaining 4 patients, in whom treat- 
ment failed, had positive cultures and responded to peni- 
cillin. Toxic effects, mainly nausea and vomiting, were 
observed in 6 patients successfully treated. It is con- 
sidered that a smaller, less toxic, single dose might be 
equally effective in future treatment. A. J. Gill 


610. Fluorescent Antibody Method of Detecting Gonor- 
rhea in Asymptomatic Females ; 

A. Harris, W. E. Deacon, J. TIEDEMANN, and W. L. 
Peacock Jr. Public Health Reports (Publ. Hlth Rep. 
(Wash.)] 76, 93-96, Feb., 1961. 8 refs. 


This paper from the Venereal Disease Research 
Laboratory, U.S. Public Health Service, Chamblee, 
Georgia, and Fulton County Health Department, 
Atlanta, Georgia, describes the use of the fluorescent 
antibody method in the diagnosis of asymptomatic 
gonorrhoea in women. The subjects of the study were 
213 women who were examined shortly after admission 
to prison, were free from symptoms or signs of 
gonorrhoea, and had not been named as sexual contacts 
of men suffering from the disease. Specimens from the 
urethra, cervix, and vagina were examined in each case - 
using the delayed fluorescent antibody method (Deacon 
et al., Publ. Hlth Rep. (Wash.), 1960, 75, 125; Abstr. Wid 
Med., 1960, 28, 192) for the detection of Neisseria 
gonorrhoeae. Of 162 negro and 51 white women, 34 
(20-9°%%) and 10 (19-6) respectively were found to be 
harbouring gonococci. Thus gonorrhoea was diag- 
nosed in 44 (20-6°%) of the 213 women examined. Of 
74 women who were re-examined after one week during 
which no treatment was given the tests were negative on 
both occasions in 51, positive on both in 13, positive on 
the Ist occasion and negative on the 2nd in 6, and 
negative on the Ist and positive on the 2nd in 4. 

The authors conclude that relatively large numbers of 
women harbour N. gonorrhoeae without signs or symp- 
toms and that the fluorescent antibody technique is a 
rapid and effective diagnostic method in such cases. 
Prisons may be a fruitful source of asymptomatic carriers 
of gonococci. [Keighley (Lancet, 1960, 2, 253; Abstr. 
Wld Med., 1961, 29, 13) reported that 48-9%% of girls 
between 15 and 20 years of age examined in Holloway 
Prison were suffering from gonorrhoea as diagnosed by 
ordinary methods.] The effectiveness of any laboratory 
method depends upon the specimens obtained by the 
examining physician being adequate. Multiple sites 
should be tested, and re-examination may be expected 
to lead to the detection of additional cases of infection. 

[The importance of the latency of gonorrhoea ‘in 
women is stressed once again. Rectal infection is fre- 
quently asymptomatic, and it is likely that the number 
of positive findings would have been increased if that 
site had been tested also. The fluorescent antibody 
method is obviously a valuable diagnostic procedure, 
but further information is required to compare the 
results obtained by it with those obtained by the use of 
Stuart’s transport medium and the immediate examina- 
tion of stained smears.] Eric Dunlop 
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611. “* Bantu Tropical Anaemia ”’ in Rhodesia 

J. Forpes and M. GELFAND. Transactions of the Royal 
Society of Tropical Medicine and Hygiene [Trans. roy. 
Soc. trop. Med. Hyg.) 55, 161-167, March, 1961. 8 refs. 


The authors analyse 50 cases of anaemia in Africans 
admitted consecutively to the medical wards of Harari 
Hospital, Salisbury, S. Rhodesia. In 38 of these no 
clear cause for the anaemia was found and they suggest 
that this type of case should be called “* Bantu tropical 
anaemia”. The blood picture is variable, the onset is 
often fairly acute, and the condition responds well to 
transfusion. [The investigations described appear rather 
superficial.]} The authors liken the conditions to the 
“chlorosis” of Victorian England which “‘ came and 
went and still today remains what we may refer to as a 
primary anaemia”. ([Few, if any, cases of “‘ chlorosis ” 
were, however, investigated with the rigid techniques now 
available. It is difficult to accept that if the Bantu cases 
* have a common aetiological factor affecting the African 
in close contact with the African environment ”’ this fac- 
tor could not be discovered by thorough investigation.] 

Janet Vaughan 


612. Medical Care in the Tropics 
A. H. Kioxke. Lancet [Lancet] 1, 1336-1338, June 17, 
1961. 7 refs. 


613. A Haemorrhagic Fever in Singapore 

A. CuHew, Gwee AH LENG, Ho YUEN, KHOo Oon TEIK, 
Lee YONG Lim CHENG HOona, and R. WELLs. 
Lancet [Lancet] 1, 307-310, Feb. 11, 1961. 17 refs. 


Between June and August, 1960, 70 patients (42 of 
them females) between the ages of 11 and 65 were ad- 
mitted to Singapore General Hospital suffering from 
what became known locally as ‘Singapore splenic 
fever”. Fever, headaches, bodily aches, and nausea 
were the main symptoms; there was no certain fatal case. 
Remittent fever lasted for 6 or 7 days, and a petechial 
rash usually appeared on the 3rd day. 

Leucopenia and thrombocytopenia developed in 
most cases, and a palpable spleen was noted in 40°% of 
cases, but the only other significant pathological finding 
was a raised titre to the Salmonella group and to Proteus 
mirabilis OXK. 

A review of similar fevers in the Far East suggests that 
this was a variant of dengue fever rather than one of the 
haemorrhagic fevers. Clement C. Chesterman 


614. Antithyroid Substances in the Treatment of Leprosy 
A. O’Byrne. International Journal of Leprosy [Int. J. 
Leprosy] 28, 401-407, Oct.—Dec., 1960 [received May, 
1961]. 8 figs., 7 refs. 

The author describes from Cali, Colombia, his use of 
antithyroid drugs in the treatment of leprosy, this being 
based on a case of thyrotoxicosis with rapidly progressive 
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skin lesions of leprosy observed in 1952, in which treat- 
ment with propylthiouracil brought the thyrotoxicosis 
under control and at the same time produced a recession 
of the leprotic lesions. Many of these lesions which had 
previously been bacteriologically positive became nega- 
tive. Between 1953 and 1958 he supplemented sulphone 
therapy with antithyroid drugs in 69 cases. Up to 1960 
he had treated 236 cases, many of them with antithyroid 
drugs alone. In the early cases propylthiouracil was 
used, but recently this has been replaced by “* tapazole ” 
(methimazole), which is claimed to have 10 times the 
antithyroid activity of propylthiouracil. The dosage of 
methimazole was about 40 mg. daily divided in 3 doses, 
reduced after a month in most cases to 15 mg. daily. 
The diet also generally included a litre of milk per day. 
The author describes 4 illustrative cases in detail. Spec- 
tacular results were obtained in some cases of acute lepra 
reaction. 

From a study of the distribution of the two diseases the 
author argues that there is an antagonism between 
leprosy and endemic goitre. Even in fish-eating popula- 
tions whose intake of iodine is adequate it is found that 
the incidence of leprosy may still be low if there is a high 
consumption of goitrogenic vegetables such as turnip 
and the brassicas. He also draws attention to the resem- 
blance between the biochemical findings in the blood in 
leprosy and those in thyrotoxicosis. William Hughes 


615. Lepromatous Myositis 
J. Convit, J. J. ARVELO, and S. Menpoza. International 
Journal of Leprosy [Int. J. Leprosy] 28, 417-422, Oct.- 
Dec., 1960 [received May, 1961]. 4 figs., 4 refs. 


Writing from the Ministry of Health, Venezuela, the 
authors describe the clinical findings and histological 
appearances in cases of lepromatous involvement of 
voluntary muscle. Clinically, it is often possible to pal- 
pate hard nodules in the affected muscles, particularly 
in the upper and lower limbs. These nodules are some- 
times painful, particularly during a lepra reaction, but in 
general do not interfere greatly with muscular contrac- 
tion. Biopsy was performed in 4 lepromatous cases and 
nodules removed from the affected muscles. After 
staining, histological examination revealed granuloma- 
tous infiltration extending deeply between the muscular 
bundles and finally between the fibres themselves. The 
granulomata contained histiocytes, some of which had 
become laden with bacilli and were vacuolated, giving 
the appearance of Virchow’s foam cells; in some of these 
cells the bacilli had become granular. In many cases in 
which the granuloma had infiltrated deeply between the 
fibres the latter were lacerated and partly destroyed. On 
the whole, however, little degeneration was observed in 
the muscle fibres, although bacilli were frequently seen 
free within the muscle cells. The authors do not regard 
the presence of these bacilli as an artefact resulting from 
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rupture by the microtome of a foam cell laden with bacilli, 
since the latter were often found within otherwise intact 
muscle fibres. Although the presence of bacilli does not 
appear to injure the fibres, repeated attacks of lepra 
reaction produce fibrosis and some degree of muscular 
atrophy. William Hughes 


616. Resistance of Plasmodium falciparum to Pyri- 
methamine and Proguanil in Netherlands New Guinea 
J. H. E. T. Meuwissen. American Journal of Tropical 
Medicine and Hygiene [Amer. J. trop. Med. Hyg.| 10, 
135-139, March [received May], 1961. 2 figs., 9 refs. 


A pilot project to control malaria by adding pyri- 
methamine (70 mg. per 100 g.) to domestic salt was carried 


out in a thinly populated district of Netherlands New - 


Guinea, containing some 1,450 inhabitants, where 
malaria is holoendemic. Adults received 5 g. of salt 
per day, corresponding to 25 mg. of pyrimethamine per 
week. In.September, 1958, the parasite index was 58°% 
(Plasmodium falciparum 31°% of the population, P. vivax 
22%, and P. malariae 19°%%). In February, 1960, that is, 
3 months after the start of the project in November, 1959, 
the parasite index was 20°%, and in May, 1960 (after 6 
months) it was 22%. The number of infections due to 
P. falciparum declined much less than those due to P. 
vivax and P. malariae. 

Since there was evidence of the development of resist- 
ance to pyrimethamine, sensitivity tests were carried out. 
These showed that half of 48 persons tested had P. falci- 
parum infections which resisted 3 doses of 50 mg. of 
pyrimethamine per adult (children proportionally less) 
given during 10 days. In another village 41 adults with 
P. falciparum malaria were tested with 300 mg. of pro- 
guanil daily for 8 days, but on the 9th day 17 of them still 
showed parasites and in many of them these were resistant 
to double this dose of proguanil. Further, of 15 persons 
given 50 mg. of pyrimethamine daily on 4 out of 7 days, 
9 continued to show parasites on the 9th day. It is con- 
cluded that the distribution of pyrimethaminized salt 
produced resistance in P. falciparum within 3 months and 
also cross-resistance to proguanil. [Apparently P. vivax 
and P. malariae did not become resistant.] In a future 
study it is planned to add a 4-aminoquinoline to the 
dietary salt in the expectation that this drug wiil not 
produce resistance. F. Hawking 


617. Chloroquine Treatment for Malaria in Semi- 
immune Patients 

D. F. Crype. American Journal of Tropical Medicine 
and Hygiene [Amer. J. trop. Med. Hyg.) 10, 1-4, Jan. 
[received March], 1961. 5 refs. 


The trials of chloroquine phosphate described in this 
paper were carried out in holoendemic malarious districts 
of Tanganyika on semi-immune Africans reared in these 
districts, in which all four species of malaria parasite 
were present, with Plasmodium falciparum, however, 
greatly predominating. The diagnosis of malaria was 
based on the presence of the usual signs together with a 
parasite count above the level expected of asymptomatic 
carriers in the area of holoendemicity. In addition, only 
patients showing young filamentous rings or schizonts— 


and not those with pigmented half-grown trophozoites 
—were accepted as suffering from clinical malaria. For 
the suppressive trials the subjects were treated with 
sufficient chloroquine to clear the parasites from the 
blood and thereafter given varying doses in order to 
determine the smallest quantity required to keep the 
blood clear. 

The therapeutic single dose (chloroquine base) found 
to clear at least 99°% of the subjects was 19 mg. for infants 
less than 1 year of age, 37 mg. for those aged 1 to 2 years, 
75 mg. for the age group 3 to 5 years, and 120 mg. there- 
after. This dose appeared also to provide radical cure 
of subtertian malaria. The parasite clearance time and 
relief of symptoms were as rapid with these doses as with 
larger doses and the incidence of side-effects was low. 
After the initial parasite clearance fortnightly doses of 
19 mg. for infants less than 1 year old, 37 mg. for those 
aged 1 to 2 years, and 75 mg. for all older children and 
adults proved sufficient for suppression. 


I. M. Rollo 


618. Studies on the Standardization of the Intradermal 
Test for the Diagnosis of Bilharziasis 

I. G. KaGan, J. PELLEGRINO, and J. M. P. Memoria. 
American Journal of Tropical Medicine and Hygiene 
[Amer. J. trop. Med. Hyg.) 10, 200-207, March [received 
May], 1961. 4 figs., 11 refs. 


In these studies of the standardization of the intra- 
dermal test in schistosomiasis, which were carried out at 
Minas Gerais, Brazil, 6 different antigens were employed 
and the results obtained were compared in the same 
subjects. (Full details are given of the preparation of 
the antigens and of the method of carrying out the intra- 
dermal test.) The subjects were 25 boys aged 9 to 15 
years and 40 policemen aged 20 to 26, all of whom had 
been frequently exposed to infection with Schistosoma 
mansoni. Tests were also carried out on children, girls, 
and women who were known to be infected. It was 
found that if the nitrogen content of the antigens was 
adjusted to the same concentration then no difference in 
response was observed with the different antigens. 

The authors conclude that the skin test is not sensitive 
in detecting infections in children below the age of 5 
years and that girls are less reactive than boys and 
women less so than men. Tests on the skin of the back 
are more sensitive than those on the arm, and the back 
should therefore always be employed for testing except 
in the case of adult males, who can be tested on the arm. 
It is recommended that a dose of 0-05 ml. of antigen 
containing 20 to 40 yg. of nitrogen per ml. should be 
injected intracutaneously with a 27-gauge needle, the 
response being determined after 15 minutes by measuring 
the area of the weal. This is done by drawing an ink 
line round the weal; a sheet of paper damp with alcohol 
is then pressed on it to transfer the tracing and the area 
of this tracing measured by means of a transparent plastic 
grid. Areas of 1 sq. cm. or more are regarded as a 
positive result. It is recommended that the antigen 
should be prepared from adult worms, since these are 
easier to obtain in quantity than cercariae. 

F. Hawking 
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619. Prevalence and Natural History of Asthma in 
Schoolchildren 

J. MORRISON SMITH. British Medical Journal (Brit. med. 
J.) 1, 711-713, March 11, 1961. 2 figs., 7 refs. 


The incidence and natural history of asthma in school- 
children were studied at three routine school medical 
inspections in Birmingham, the first in children aged 
5 to 6 years, the second in those aged 10 or 11, and the 
third in the age group 13 to 15. Children attending 
special or residential schools for the age groups in ques- 
tion were included. For the purpose of the investiga- 
tion asthma was defined “simply as definition for re- 
current wheezing and dyspnoea, not known to be of 
extrapulmonary origin ”’. 

The incidence in boys aged 5 and 6 years was 2:58%, 
in those aged 10 and 11 years it was 2-33°%, and in the 
age group 13 to 15 years it was 1-96%, the corresponding 
figures in girls being 1-02°%, 1:29%, and 1:21%. At all 
ages there was a significant difference between the inci- 
dence in boys and that in girls, but the age at onset did 
not differ greatly between the sexes. Approximately 
10°% of the asthmatic children were able to attend school 
only occasionally because of the severity of the asthma, 
but in 30°%% the condition was so mild that they rarely 
lost time from school. 

The over-all incidence of asthma in Birmingham school- 
children was 1-7°%%, which is comparable with the re- 
ported incidence in Bergen and Stockholm. 

R. S. Bruce Pearson 


620. Steroid Homoeostasis in the Pathogenesis of Bron- 
chial Asthma. (La participation de lhoméostase stéroi- 
dique dans la pathogénése de l’asthme bronchique) 

E. SpaNAr, O. ApAmec, and B. BALAz. Acta allergo- 
logica [Acta allerg. (Kbh.)| 16, 63-70, 1961. 6 figs., 
14 refs. 


Steroidogenesis has been studied in the asthmatic 
during attacks. Seventeen-OHCS were titrated before 
and after injection of ACTH and/or histamine. It can 
be concluded that the decrease in the production of gluco- 
corticoids in the asthmatic during a period of stress can 
be ascribed to a deficit in ACTH due to the action of the 
histamine liberated from the tissues by the antigen— 
antibody reaction.—[From the authors’ summary.] 


621. Evaluation of the Steroid Treatment of Asthma 
Since 1950 

H. S. BALpwin, M. Dworetzky, and N. J. Isaacs. 
Journal of Allergy [J. Allergy) 32, 109-118, March-April, 
1961. 12 refs. 


The authors report from New York Hospital—Cornell 
Medical Center, New York, that during the past 10 
years 48 patients with severe bronchial asthma have been 
treated continuously for one to 9 years (average period 
4-4 years) with various corticosteroids, while 39 other 


asthmatic patients were given similar but intermittent 
treatment. 

The majority of the patients (69) received prednisone 
in an average maintenance dose of 10 mg., while the 
maintenance dose of triamcinolone was 7 mg. and that 
of dexamethasone 0°9 mg. There was only one death 
from asthma, this occurring in a woman aged 52 from 
whom the steroid was withdrawn while she was away 
from the authors’ supervision. In only 8 of the 87 cases 
did the corticoids fail to bring symptomatic relief. There 
were no serious metabolic side-effects, a fact which is 
attributed to the minimum maintenance doses used. 
When an operation proved necessary supplementary 
doses of corticoid were given and no instance of adrenal 
shock occurred in these cases. H. Ferxheimer 


622. Pulmonary Ventilation Function in Patients with 
Asthma. A Study of Mean Maximal Expiratory Volume 
Velocity (Flow Rate) as Determined by a Special Apparatus 
H. B. CHAPIN and L. Logs. Canadian Medical Associa- 
tion Journal (Canad. med. Ass. J.| 84, 641-646, March 25, 
1961. 2 figs., 8 refs. 


It is pointed out that there is often altered pulmonary 
function in the intervals between asthmatic attacks, even 
if the patient is symptom-free. At the Roosevelt Hos- 
pital, New York, an attempt was made to assess the 
permanent damage to the lung tissue caused by fibrosis 
and loss of elasticity. For this purpose the mean expira- 
tory flow rate (M.E.R.)—that is, the total volume of vital 
capacity divided by the total time of expiration—was 
measured in 28 patients with chronic asthma and 8 con- 
trols free from pulmonary disease. Vital capacity was 
recorded on a rapidly moving kymograph spirometer 
(moving at 2 cm. per second) and the M.F.R. was calcu- 
lated in litres per minute. These values were recorded 
before and after subcutaneous injection of 0-4 ml. of 
adrenaline (1: 1,000). 

The flow rates in all except one of the patients with 
active asthma were below 50 litres a minute, whereas in 
the controls, with the exception of one 11-year-old girl, 
they were over 77-8 litres a minute whether or not the 
patients were symptomless at the time of the test. Al- 
though in most patients there was an improvement in 
the flow rate after adrenaline, in some there was no 
increase, and it is concluded that this failure indicated 
an absence of a reversible spastic element. In one group 
of patients the M.F.R. was found to be abnormal even 
when the 1-, 2-, or 3-second forced expiratory volume 
was normal; for this reason the authors consider that 
the M.F.R. gives the best indication of the patient’s 
respiratory capacity. In another group little or no 
change in flow rate followed injection of adrenaline, 
although the vital capacity rose to normal, suggesting 
air trapping. In a third group the M.F.R. increased 
markedly with little change in vital capacity, -demon- 
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strating severe bronchospasm. Thus the expiratory rate 
and the vital capacity can change independently of each 
other; the M.F.R., however, gives a true picture of the 
ventilatory state. 

[This method of expressing expiratory flow rate is, as 
the authors state, liable to error if the patient fails to 
make a maximum ventilatory effort. Whether the con- 
clusions based on the findings here recorded are subject 
to alternative explanations will be shown by further 
experience. ] R. S. Bruce Pearson 


623. The Response to Bronchodilators in Intrinsic 
Asthma 
K. M. Hume and E. R. Jones. Quarterly Journal of 
Medicine [Quart. J. Med.| 30, 189-199, April, 1961. 
4 figs., 19 refs. 

At the King Edward VII Sanatorium, Midhurst, Sus- 
sex, the authors studied the bronchodilator effects of 
isoprenaline in a 1% aerosol, atropine in a 4°%% aerosol, 


_and 0-25 g. of aminophylline in 10 ml. of distilled water 


by intravenous injection given singly and in combination 
to 7 patients considered to be in status asthmaticus, 
forced expiratory volume tests being used. In these 
tests each patient was instructed to inhale as deeply as 
possible from the spirometer and then to exhale into it 
completely and as rapidly as possible. Two recordings 
were obtained each day and the forced expiratory 
volume was measured from each spirogram. Recordings 
taken after administration of the drugs showed that the 
response curves for the three bronchodilators with 
different sites of action were of similar shape. However, 
a combination of the drugs was more effective than one 
of the drugs alone, the most effective, isoprenaline, 
being enhanced in its action when followed by one of 
the others. 

The authors suggest that the so-called adrenaline- 
fast state may be caused by a biochemical change in the 
bronchial muscle fibres resulting from prolonged con- 
traction [but their evidence for this hypothesis is scanty]. 

G. B. West 


624. The Surgical Treatment of Asthma 
J. R. Beccuer. British Journal of Diseases of the Chest 
[Brit. J. Dis. Chest] 55, 77-85, April, 1961. 14 refs. 


The value of division of the sympathetic and para- 
sympathetic nerve supply to the right lung in the treat- 
ment of asthma was assessed from the results in 16 
patients (aged 23 to 70 years, average 484 years) with 
severe chronic asthma who were operated on at the Lon- 
don Chest Hospital. Patients with emphysema were 
excluded. In all the patients disability before operation 
was severe, 10 having repeated severe attacks and the 
remainder being persistently wheezy. All except one 
had been under treatment for more than 2 years; 15 
had received steroids at some stage of the illness, in many 
instances for a long time, and in 3 of these gastric ulcera- 
tion had supervened. None of the 11 males in the series 
was able to maintain steady employment. Respiratory 
function before operation varied widely, often from day 


to day, but the forced expiratory rate was low in every 
case. 


At operation the posterior pulmonary plexus was dis- 
sected from the azygos and inferior pulmonary veins; 
fibres passing to the plexus from the ganglia of the sym- 
pathetic chain were divided. The vagus was isolated 
above the azygos vein and also divided. In one patient 
pneumonia developed after the operation. Of the 16 
patients, 12 were followed up for more than a year, 8 for 
2 years, and 3 for 3 years. One patient (male, aged 70) 
died 7 months after the operation with the disease un- 
controlled. Complete relief of the asthma was seldom 
achieved, but 6 patients in whom severe attacks were 
abolished or much reduced so as no longer to interfere 
with life or employment were regarded as “‘ much im- 
proved ”’, 4 were considered to be “ improved” although 
severe attacks of asthma might still occur, and 2 were 
no better. 

All except 4 of the patients were receiving steroids at 
the time of operation and some reduction in dosage was 
possible in most cases afterwards; only 2 were able to 
give up steroids entirely for a year and both have since 
resumed steroid therapy. No consistent change in res- 
piratory function was observed, and the results of respira- 
tory function tests bore no relationship to the subjective 
changes. The author considers the operation to be of 
limited value. 

[There is no assessment of the results of operation in 
3 of the 16 patients, presumably because they have not 
been under observation for a year. A comparison of the 
results of breathing tests on isolated occasions before 
and after operation cannot be considered to permit a 
true assessment of respiratory function. No attempt is 
made to explain the beneficial results achieved and it is 
difficult to understand the rationale of unilateral opera- 
tion.] R. S. Bruce Pearson 


625. The Expiratory Rate during the Third Quarter of 
a Maximal Forced Expiration (Eso-7;). A Useful Index 
of Obstructive Pulmonary Disease 

W. FRANKLIN and F. C. Loweii. Journal of Allergy 
[J. Allergy] 32, 162-168, March-April, 1961. 2 figs., 
5 refs. 


The vital capacity, the one-second forced expiratory 
volume, the maximum mid-expiratory flow rate, and the 
flow rate during the third quarter of the expired vital 
capacity were compared at Massachusetts General Hos- 
pital, Boston, in 213 healthy subjects, 13 asthmatic 
patients, and 9 with emphysema, all of them aged be- 
tween 40 and 60 years, and this comparison repented 
after bronchodilator drugs had been given. 

It was shown that the bronchial obstruction present 
was reversible to a much greater extent in the patients 
with asthma than in those with emphysema and that 
determination of the expiratory flow rate was the most 
sensitive method of demonstrating this. The authors 
state that they prefer the expiratory flow rate during 
the third quarter [but the abstracter does not consider 
that their tabulated figures show a significant difference 
from the mid-expiratory flow rate, which measures the 
flow during the second and third quarters of the expira- 
tion]. H. Herxheimer 


6 

] 

] 

1 
| 
~ 

Es 

= 


vo 


Nutrition and Metabolism 


626. Studies of Vitamin A Deficiency in Children 

C. GOPALAN, P. S. VENKATACHALAM, and B. BHAVANI. 
American Journal of Clinical Nutrition [Amer. J. clin. 
Nutr.] 8, 833-840, Nov.—Dec., 1960. 17 refs. 


The clinical features of vitamin-A deficiency in 368 
Indian children are described in this paper from the 
Nutrition Research Laboratories, Hyderabad. The 
study revealed no correlation between the incidence of 
night blindness and that of other ocular signs of vitamin- 
A deficiency. An assessment of the dietary intakes of 
vitamin A and carotene showed that these were low in 
both a control group and the vitamin-A-deficient chil- 
dren. The authors stress that signs of deficiency were 
always associated with a low intake of the vitamin, but 
such an intake did not necessarily result in the appear- 
ance of clinical disease. The serum levels of vitamin A 
and carotene were uniformly low in children with vita- 
min-A deficiency and values of a similar order were also 
found in subjects with kwashiorkor but without signs of 
vitamin-A deficiency. It was noted that the serum vita- 
min-A levels in the patients with kwashiorkor were 
raised by a high-protein diet without supplements of 
vitamin A. 

The possibility of the destruction of vitamin A in vivo 
is briefly discussed. F. W. Chattaway 


627. The Relation between Calorie Intake and Body- 

weight in Man 

A. M. THomson, W. Z. BILLeEwicz, and R. Passmore. 

ain [Lancet] 1, 1027-1028, May 13, 1961. 1 fig., 
refs. 


The relationship between calorie intake and body 
weight has been studied in data obtained from published 
surveys of 489 primigravidae of all social classes in 
Aberdeen, 130 pregnant women of varying parity and 
social class, 63 men and 63 women, mostly from the 
middle class, living in or near London, and 113 male and 
162 female students at Edinburgh University. Careful 
analysis of the recorded data did not reveal any relation- 
ship between rise in weight and food intake. Some 
workers have found that obese subjects do not, as a rule, 
eat more than non-obese controls and may indeed eat 


less. The authors suggest that diminished body activity 


may be more important than over-eating in the aetiology 
of obesity. I. McLean Baird 


628. Effects of Triparanol (MER-29) on Cholesterol 
Biosynthesis and on Blood Sterol Levels in Man 

D. STEINBERG, J. AVIGAN, and E. B. FeiGELson. Journal 
of Clinical Investigation [J. clin. Invest.] 40, 884-893, 
May, 1961. 6 figs., 31 refs. 

Experimental studies in animals have shown that 
triparanol (MER29) inhibits cholesterol synthesis and 
causes an accumulation of desmosterol in the plasma and 
tissues. In the present study, undertaken at the National 


Heart Institute, Bethesda, Maryland, to determine whe- 
ther the action of the drug was similar in man, 9 patients 
were given 100 or 250 mg. of triparanol in a single dose 
daily for 15 to 101 days. All showed a marked fall in 
serum cholesterol concentration (average 34°%) and des- 
mosterol (24-dehydrocholesterol) appeared in the serum 
in significant quantities (25 to 55 mg. per 100 ml.), repre- 
senting on average 27°% of the total circulating sterols of 
the digitonin-precipitable type. The desmosterol level 
did not increase with continued treatment. No des- 
mosterol could be detected in the serum of patients not 
treated with triparanol. 

The Liebermann-Burchard reaction, which is com- 
monly used to estimate serum cholesterol content, does 
not (in its usual form) distinguish between desmosterol 
and cholesterol, and in fact gives exaggerated values for 
the reduction in plasma sterol levels during triparanol 
therapy. The authors obviated this difficulty by modify- 
ing the colorimetric estimation, using 2 wave lengths, 
and they also differentiated desmosterol from cholesterol 
by gas-liquid chromatography. There was no signifi- 
cant change in the total plasma sterol levels. The dis- 
tribution and changes in serum sterols during triparanol 
therapy were similar in patients taking animal-fat diets 
and those taking corn-oil diets: In radioisotopic studies 
mevalonic acid (a cholesterol precursor) labelled with 
radioactive carbon was injected intravenously, and the 
finding of higher specific radioactivity in serum des- 
mosterol than in serum cholesterol for 14 days during 
triparanol therapy confirmed that this drug creates a 
powerful block to the reduction of desmosterol to choles- 
terol, which is the final step in the synthesis of choles- 
terol. Esterification of desmosterol appeared to pro- 
ceed in a manner similar to that of cholesterol. 

In conclusion the authors state that it is not known if 
desmosterol has atherogenic properties, but suggest that 
it is probably as atherogenic as cholesterol, and although 
triparanol appears to be a safe drug for short-term 
administration, its long-term effects are quite unknown. 

T. B. Begg 


629. The Serum Lipids in Men Receiving High Choles- 
terol and Cholesterol-free Diets 

W. E. Connor, R. E. Hopces, and R. E. BLEILeR. 
Journal of Clinical Investigation [J. clin. Invest.] 40, 894- 
901, May, 1961. 2 figs., 31 refs. 


Cholesterol is commonly given to experimental ani- 
mals to produce hypercholesterolaemia, but most investi- 
gators have concluded that in man the dietary intake of 
cholesterol does not significantly influence serum choles- 
terollevels. In the present study, carried out at the State 
University of Iowa College of Medicine, it was demon- 
strated that 6 healthy males aged 41 to 52 years did show 
significant variations in serum cholesterol and phospho- 

ipid levels according to the cholesterol content of their 
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Four different diets were given in turn, each for 3 
weeks. The first and third contained no cholesterol, the 
second supplied 475 to 1,425 mg. of cholesterol per day 
in the form of egg-yolk, and the fourth 1,200 to 3,600 
mg. of crystalline cholesterol per day. The diets were 
identical in regard to caloric value, content of other fats, 
protein, and carbohydrate, and also in their fatty-acid 
patterns. After the first period of cholesterol-free diet 
the average serum cholesterol level fell by 58 mg. per 
100 ml. After supplements of egg-yolk for 3 weeks the 
level had risen by 69 mg. per 100 ml. In the second 
cholesterol-free period the serum cholesterol level showed 
a mean reduction of 55 mg. per 100 ml. and after supple- 
ments of crystalline cholesterol the cholesterol level 
was again raised, but on this occasion only by 19 mg. 
per 100 ml. Serum phospholipid levels paralleled those 
of cholesterol fairly closely. Serum triglyceride levels 
were significantly reduced by the first diet and raised by 
the second, but were not significantly altered by the third 
and fourth diets. 

The conclusion is drawn that more attention ought to 
be paid to the intake of cholesterol per se in formulating 
diets designed to lower the serum cholesterol level and 
prevent atherosclerosis. T. B. Begg 


630. Hypercholesterolaemic Xanthomatosis: Treatment 
with a Corn-oil Diet 

E. M. Jepson. British Medical Journal [Brit. med. J.) 1, 
847-853, March 25, 1961. 2 figs., 45 refs. 


In view of the demonstration by Kinsell et al. (J. clin. 
Endocr., 1952, 12, 909) that vegetable fat, compared with 
an isocaloric amount of animal fat, produces a signifi- 
cant fall in the blood lipid level in normal subjects, 19 
patients (16 with hypercholesterolaemic xanthomatosis 
and 3 with idiopathic hyperlipaemia) were observed 
monthly at the Westminster Hospital, London, during 
the administration of a corn-oil diet for 4 months and 
also during a similar control period on a normal diet. 
The special diet contained 100 g. of corn-oil per day made 
up in the form of “‘ margarine ”’, “* milk ”’, and “‘ cheese ”’, 
this being the maximum amount of the oil that could be 
readily tolerated; a small amount of animal fat in pro- 
tein (meat) was allowed. The patients continued to lead 
a normal home and working life throughout the period 
of observation. Clinical assessment included estima- 
tions of the size of the xanthoma and grading of the 
severity of the angina pectoris, while electrocardiography, 
exercise tolerance tests, tests of intermittent claudica- 
tion, and plethysmography were performed and blood- 
pressure readings recorded. 

In 6 of 9 patients with xanthoma tuberosum the lesions 
either remained unchanged or showed a decrease in size. 
Those of xanthoma tendinosum, xanthelasma, and arcus 
senilis, though decreasing in some cases, showed no 
Statistically significant difference. In one of the 6 
patients with angina this improved from Grade 2 to 
Grade 1, but one other patient suffered a myocardial 
infarct during the period of corn-oil diet and one be- 
came worse. No significant changes in intermittent 
claudication or blood pressure were noted. In the 
laboratory assessment of lipid changes both the serum 


ester and free cholesterol levels fell (by an average of 
22% and 24% respectively), while the serum phospho- 
lipid level fell by an average of 16°% and the plasma 
turbidity by 26%; no significant change was noted in 
triglyceride levels. During the control period on normal 
diet these values tended to return to their former levels. 
Blood clotting time (Russell’s test) was slightly prolonged. 

Despite the absence of any marked improvement 
resulting from this regimen the author considers that in 
view of the poor prognosis without treatment this well- 
tolerated diet is at least worth a trial in the hope of pre- 
venting further manifestations of atherosclerosis. 

Allene Scott 


631. The Pathogenesis of Osteoporosis 
B.E.C. Norpin. Lancet [Lancet]1, 1011-1015, May 13, 
1961. 6 figs., 35 refs. 


The author discusses some observations which suggest © 
that primary osteoporosis may be due to a long-continued 
negative calcium balance. The work of Albright and 
the subsequent literature on the pathogenesis of osteo- 
porosis are reviewed, and reference is made to reported 
experiments in animals which showed that calcium de- 
privation without deficiency of vitamin D produced osteo- 
porosis. At the Western Infirmary, Glasgow, analysis 
of the dietary intake of 71 patients with primary osteo- 
porosis and 96 healthy subjects revealed a significantly 
lower intake of calcium in the patients with osteoporosis 
than in the controls, an observation confirmed by workers 
in the United States. The author has found that whereas 
in healthy subjects 10 days on a low-calcium diet reduces 
the urinary excretion of calcium by at least 30°%%, little 
or no fall in calcium excretion occurs in patients with 
osteoporosis. These and other observations emphasize 
his view that long-continued negative calcium balance is 
a factor in the aetiology of osteoporosis. Of a group of 
46 osteoporotic patients given 6 g. of calcium glyceryl 
phosphate daily for 12 months, 22 were completely free 
from pain, although there was no convincing radiological 
improvement. I. McLean Baird 


632. Calcium Metabolism in Osteoporosis: Acute and 
Long-term Responses to Increased Calcium Intake 

M. HArrIson, R. Fraser, and B. MULLAN. Lancet 
[Lancet] 1, 1015-1019, May 13, 1961. 26 refs. 


The cause of osteoporosis, or “ simple” atrophy of 
bone, is not known. Recent studies of calcium meta- 
bolism do not support the widely accepted hypothesis 
that osteoporosis results from defective osteoplastic 
activity. Studies are reported here which suggest that 
calcium deficiency is an important factor in many cases 
of postmenopausal and senile osteoporosis. Many 
patients with these forms of osteoporosis absorb and 
retain calcium abnormally avidly when on a high calcium 
intake in the form of supplements (calcium gluconate), 
and moreover may continue to retain it avidly for at least 
34 years. 

Symptoms of the disease are relieved, and no further 
fractures take place. Therapy with calcium supplements, 
therefore, seems to be of value for many patients with 
osteoporosis.—[Authors’ summary.] 


4 
i 
} 
oF 
; 
“ 
{ 
. 


Gastroenterology 


633. Studies of Gastrointestinal Bleeding Caused by 
Corticosteroids, Salicylates, and Other Analgesics 

J. T. Scott, I. H. Porter, S. M. Lewis, and A. Sr. J. 
Dixon. Quarterly Journal of Medicine [Quart. J. Med.] 
30, 167-187, April, 1961. 12 figs., 31 refs. 


The authors, working at the Postgraduate Medical 


School of London, have investigated the problem of 


possible gastro-intestinal bleeding produced by the ad- 
ministration of various drugs commonly used in the 
treatment of arthritis. The method used was to label 
20 ml. of the patient’s blood with radioactive sodium 
chromate, inject this back into the patient’s veins, and 
assess the amount of radioactivity in the faeces during a 
subsequent period. This enables a quantitative assess- 
ment to be made of the amount of blood lost, being 
accurate to 1 ml. of blood in 100 g. of faeces up to 6 
weeks from the labelling.. Each treatment period lasted 
5 to 7 days and 61 patients with arthritis, 22 with miscel- 
laneous diagnoses, and 13 healthy volunteers were investi- 
gated. So far as the effects of the drugs used in this trial 
are concerned there was no difference between these three 
groups and all three are combined in presenting the 
results, which are expressed in patient-trials, “‘ that is, in 
the number of patients in whom a drug was tested. If 
a drug was tested more than once in the same patient, the 
result was counted as only one patient-trial ”’. 

No detectable bleeding occurred in 40 patient-trials 
when no drugs were administered. Plain aspirin pro- 
duced bleeding in 70°% of patient-trials, the amount lost 
averaging 4-9 ml. daily, with a maximum loss in any one 
24 hours of 106 ml. Soluble aspirin, effervescent aspirin, 
and mist. sod. salicyl. fort. (B.N.F.) all produced similar 
results. Sodium salicylate in tablet form, enteric-coated 
aspirin, and enteric-coated sodium salicylate all pro- 
duced bleeding in a much smaller proportion of patient- 
trials (32 with coated aspirin), although there were still 
occasional large blood losses. The improved results with 
coated tablets were not merely due to poor absorption, as 
the blood salicylate levels in these patients were com- 
parable with those receiving the uncoated drug. It 
appeared to make little difference whether the drugs were 
taken on a full or an empty stomach. Seven patients 
who had an iron-deficiency anaemia of doubtful origin 
and who gave a history of taking salicylates for some 
time were also investigated and in 5 of them there was 
an average daily intestinal loss of 5 ml. or more of 
blood daily while taking salicylates. In contrast to the 
results with salicylates a number of trials on the adminis- 
tration of prednisolone and other steroids, phenylbuta- 
zone, and chloroquine produced evidence of intestinal 
bleeding in only a very few cases. 

It is pointed out that a blood loss of more than 4 ml. 
daily for a year may be expected to produce anaemia. 
As the average amount lost by the patients investigated 
in this trial was only slightly over this quantity it is 
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understandable that severe iron-deficiency anaemia is 
not found in the majority of patients taking salicylates, 
but these drugs may well be the cause of such an anaemia 
in certain cases. The authors discuss the possible 
mechanisms by which the blood loss may be produced and 
favour a local erosive action of the salicylates such as has 
been described by many authors. T. D. Kellock 


634. A Study of Etiological Factors in Cancer of the 


Esophagus 
E. L. Wynper and I. J. Bross. Cancer [Cancer (Philad.)} 
14, 389-413, March-April, 1961. 8 figs., bibliography. 


Cancer of the oesophagus is relatively uncommon in 
the U.S.A. and throughout most of the Western world, 
but in China it is said to account for 50% of all cancers 
of the gastro-intestinal tract. Aetiologically, alcohol has 
been thought to be associated with oesophageal cancer 
in China, and reports from Japan suggest that the relative 
risk of developing cancer of the oesophagus is 8-47 times 
greater in heavy drinkers than in non-drinkers. The 
literature is extensively reviewed. 

The present study was carried out at the Sloan-Ketter- 
ing Institute for Cancer Research, New York, by trained 
personnel who interviewed 150 patients suffering from 
cancer of the oesophagus and 150 control patients with 
malignant or benign tumours of other parts of the body. 
The results of a similar study by Schroff [no reference 
given] at the Tata Memorial Hospital, Bombay, are also 
considered. Of the aetiological factors investigated, 
urban or rural residence did not appear to exercise any 
influence. Cigar and pipe smokers showed a greater 
incidence than did cigarette smokers and both groups a 
higher incidence than non-smokers; heavy drinkers, 
particularly those addicted to whisky, showed a notably 
higher incidence. Other factors considered were occu- 
pation, dietary habits, the temperature (hot or colder 
than normal) at which food was usually consumed, 
dental and oral hygiene, blood group, and family his- 
tory. In women the Plummer-—Vinson syndrome had 
already been noted as being frequently associated with 
oesophageal cancer. The Indian survey by Schroff in- 
cluded 67 male and 27 female patients suffering from 
oesophageal cancer, but in only a few of these was the 
diagnosis confirmed histologically. 

From these epidemiological studies it is concluded 
that, in the absence of heavy consumption of alcohol, 
the risk among smokers of developing cancer of the 


' oesophagus, though small, is greater than among non- 


smokers, while the risk of developing cancer of the tongue 
or oral cavity is greater than that for cancer of the oeso- 
phagus. Alcohol appears to increase the risk in pro- 
portion to the total amount consumed, but whether 
through a local action or by producing nutritional defici- 
ency is not known. The risk for a heavy whisky drinker 
is about 25 times that for a non-drinker, and it is sug- 
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gested that if smoking and heavy drinking of alcoholic 
liquors were eliminated in the U.S.A. the incidence of 
cancer of the oesophagus would be reduced by at least 
80°%%. Of the other factors studied, none was found to 
be particularly significant, though in India chewing of 
betel nut was thought to play some aetiological role. 
The importance of dietary deficiency is noted in relation 
to the Plummer-—Vinson syndrome. Thomas Hunt 


STOMACH AND DUODENUM 


635. Experimental and Clinical Observations on Poldine 
in Treatment of Duodenal Ulcer 

J. E. LenNArRD-Jones. British Medical Journal (Brit. 
med. J.| 1, 1071-1076, April 15, 1961. 8 figs., 14 refs. 


It was reported by Douthwaite and Hunt (Brit. med. 
J., 1958, 1, 1030; Abstr. Wid Med., 1958, 24, 261) that 
the gastric secretion of acid-by a patient with duodenal 
ulcer in response to a glucose test meal was about halved 
by an effective dose of poldine methosulphate (“* nacton ”’) 
taken beforehand. This suggested to the present author 
that the drug might be useful in the treatment of duo- 
denal ulcer. At University College Hospital, London, 
he therefore observed the effect of the drug when ad- 
ministered in doses just insufficient to produce serious 
side-effects in 16 patients with duodenal ulcer. 

It was found that the drug did not reduce the acidity 
of the gastric contents of patients taking a bland diet, 
although it did reduce it in special conditions, such as 
when the patient took hourly drinks of milk or cream 
without other food. It also apparently augmented the 
effect of a regimen of regular antacid drugs by day, but 
did not prolong the effect of a dose of alkali given at bed- 
time. It is concluded that no therapeutic benefit from 
poldine in cases of duodenal ulcer was demonstrable. 

R. Wyburn-Mason 


636. Clinical Evaluation of Poldine Methosulphate 

A. G. MELROsE and I. W. PINKERTON. British Medical 
Journal [Brit. med. J.| 1, 1076-1078, April 15, 1961. 
13 refs. 


Poldine methosulphate (“‘ nacton ”’”) has been described 
as a selective inhibitor of gastric secretion and has previ- 
ously been reported to reduce the volume and acid con- 
tent of the gastric juice. The authors describe, from the 
Southern General Hospital, Glasgow, an investigation 
into the clinical value of the drug by the following pro- 
cedures: (1) inhibition of insulin-stimulated gastric juice 
(6 patients); (2) electrometric testing of the pH of the 
gastric juice at two dosage levels during a 24-hour period 
while the patient took a normal diet both before and 
during poldine therapy (7 patients); and (3) a long-term 
double-blind clinical trial carried out over 9 months on 
58 male out-patients with radiologically proven duo- 
denal ulcer. 

By the first two methods it was found the drug produced 
a significant fall in acid output in each case. In the clini- 
cal trial, however, the drug did not significantly reduce 
the number of acute exacerbations, improve the eventual 
clinical status, or fundamentally alter the course of the 
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disease. It is concluded that poldine can be usefully 
employed in the immediate relief of acute ulcer symptoms 
in company with other anticholinergic drugs. The drug 
produced no, or only trivial, side-effects. 

R. Wyburn-Mason 


637. Effect of Poldine Methosulphate on Gastric Secre- 
tion of Acid 


R. Semen. British Medical Journal (Brit. med. J.] 1, 
1079-1080, April 15, 1961. 5 refs. 


The author reports the effects of poldine methosulphate 
on the gastric secretion of acid in R.A.F. personnel (28 
men aged 19 to 44) with proved duodenal ulcer, both 


- before and after the injection of large doses of histamine. 


The drug in adequate dosage was without side-effects and 
reduced acid secretion by about half some 3 to 4 hours 
after its administration; this effect, however, lessened 
considerably after 11 to 13 hours. R. Wyburn-Mason 


638. The Diagnostic Value of Uropepsin Concentration 
in Certain Diseases of the Stomach. (SHauenne uccne- 


yponencuHa B HEKOTOPbIX 


sadoneBaHHi) 
I. I. Doéxin. Kaunuyecran Meduyuna [Klin. Med. 
(Mosk.)] 42, 36-39, Feb., 1961.- 2 refs. 


The fractional test meal produces notoriously un- 
reliable results in the investigation of gastric function and 
is not always practicable. The urinary uropepsin con- 
tent was determined in 678 cases by measuring the time 
necessary for the coagulation of lactocasein under the 
influence of the pepsin of acidified urine. Normal values 
were found to vary from 25 to 65 units per hour. Figures 
of 11 to 15 units per hour indicated the presence of marked 
atrophic mucosal changes. In the presence of malignant 
gastric tumours values as low as 3 to 5 units per hour 
were obtained. Uropepsin values are not fully corre- 
lated with the hydrochloric acid concentration of the 
gastric juice, but in the majority of cases (about 80%) 
they follow it very closely. In cases of discrepancy the 
test meal should be repeated, preferably with the help of 
histamine. In all cases in the present series in which this 
was done the histamine test meal revealed a normal con- 
centration of free acid when the uropepsin value had been 
normal despite low acidity in the test meal without 
histamine. When the initial test meal showed absence 
of free acid and the uropepsin value was low (10 to 15 
units per hour), however, the injection of histamine had 
no effect on the secretion of acid. S. W. Waydenfeld 


639. Radioactive Phosphorus in the Diagnosis of Cancer 
of the Stomach. paka mpu 
MOMOLIM dochopa) 

K. I. MySxkin. Aaunuyecxana Meduyuna [Klin. Med. 
(Mosk.)]} 42, 65-68, Feb., 1961. 9 refs. 


The results of an investigation into certain aspects of 
phosphorus metabolism in gastric cancer are described. 
Radioactive phosphorus (32P) was dissolved in saline 
(10 xc. per ml.), the solution sterilized by boiling, and 1 
ml. injected subcutaneously immediately. The stomach 
was washed out with 1 litre of boiled tap water 8 and again 
20 hours after the injection and the proportion of the 
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dose of 32P removed in the stomach washings deter- 
mined by means of a cylindrical Geiger—Miiller counter. 
Of 88 patients investigated, 60 had carcinoma of the 
stomach, 9 gastric polyposis, 14 gastric ulcer, and 5 
gastritis. 

In healthy controls and in all cases of gastric disease 
except cancer no more than a trace of 32P was present in 
the washings. In all 60 cases of gastric cancer, however, 
the proportion was high, the average figures being 15°% 
after 8 hours and 9-7°% after 20 hours (with ranges of 
4:2 to 19-4% and 3-7 to 17-6% respectively). Subse- 
quently in a number of cases the concentration of 32P 
in the affected tissue (cancer, polypus, ulcer, or scar) 
and in normal mucous membrane removed at operation 
performed 24 hours after the injection was determined 
directly. The differential absorption coefficient was 
calculated as the ratio of the amount of 32P absorbed 
per kilogramme of the tissue to the amount injected per 
kg. body weight. This figure in cases of cancer varied 
from 5-2 to 9-6 with an average of 7-2 for the tumour 
itself and from 2 to 3 with an average of 2-4 for segments 
of gastric mucosa distant from the tumour. In gastric 
ulcer and gastritis no 32P was found, except for a trace 
in 2 cases of gastric ulcer. In 8 of the 9 cases of polyposis 
the figure was 2-4 to 2-5, while in the remaining case 
only a trace was found. 

It is suggested that this method may be helpful in the 
diagnosis of gastric cancer. S. W. Waydenfeld 


640. Studies of Gastric Juice without Intubation. (Hc- 
cnemoBaHve coKa 6e3 30HMa) 

Z. M. SapoKova. A pxue [Ter. Arh.] 
33, 58-62, March, 1961. 14 refs. 


It has been established that the estimation of urinary 
uropepsin excretion is a fairly reliable index of the level 
of acidity of the gastric juice. The present investigation 
was performed on 103 patients, of whom 47 had peptic 
ulcer, 46 chronic gastritis, 8 chronic cholecystitis, and 2 
gastric carcinoma. In 59 cases the level of free hydro- 
chloric acid was 20 units or less, in 18 it ranged from 20 
to 40 units, and in 26 was over 40 units. Of the first 59 
cases, 45 showed urinary uropepsin excretion of under 16 
units, 14 of the 18 in the 2nd group had levels between 
17 and 50 units (the accepted normal), and 10 of the 26 
in the 3rd group had levels of 50 or over. But of the 
first group, 14 had histamine-resistant achylia, and in 
these uropepsin was absent from the urine in 10 and was 
under 10 units in 4. Of the remaining 45 cases of hypo- 
chlorhydria, 30 showed no free acid, but responded to 
histamine; in 14 of these uropepsin excretion was under 
10 units, in 8 between 11 and 20 units, in 6 between 20 
and 50 units, and in 2 over 50 units. In these hista- 
mine-sensitive cases the secretory function of the stomach 
may vary widely, and the uropepsin level does not always 
run parallel with the secretion of acid. In none of them, 
however, was uropepsin entirely absent, and in none of 
the patients with normal acidity and in only one of those 
with hyperacidity was the uropepsin excretion under 10 
units. A more consistent result was obtained by re- 
arranging the standard ranges in five groups as follows: 
nil, 1 to 10, 11 to 20, 20 to 50, and over 50 units. On 


this basis 10 of 14 histamine-resistant patients with 
achlorhydria fell in the first group, the remaining 4 of 
these together with 14 cases of histamine-sensitive 
achlorhydria and 10 cases of hypochlorhydria fell in 
Group 2, while 10 patients with normal acidity and 12 
with hyperchlorhydria fell in Group 5 (over 50 units). 
Finally, a comparative test was performed using the 
Soviet ion-exchange resin KB-4—P-2, the American pre- 
paration “ diagnex ”’, and the Swiss preparation “‘ gastro- 
test’. The results obtained with the first two substances 
coincided in 23 of 28 patients with normal acidity, in 
25 of 26 with hyperchlorhydria, in 12 of 14 with hypo- 
chlorhydria, and in 9 of 12 with achlorhydria. Com- 
parison between KB-4-P-2 and gastrotest showed 
equivalent results in hypochlorhydria and normal acidity, 
but in hyperchlorhydria the Soviet preparation gave 
results more closely comparable with those of a gastric 
test meal. The technique of using the Swiss preparation 
is, however, somewhat simpler. _L. Firman-Edwards 
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641. The Relationship of Viral Hepatitis to Cirrhosis of 
the Liver 

L. M. Morrison, M. ROSENTHAL, R. HOLEMAN, and M. 
Stevens. American Journal of Gastroenterology [Amer. 
J. Gastroent.] 35, 371-384, April, 1961. 3 figs., 19 refs. 


Using a haemagglutination technique for the detection 
of viral hepatitis, the authors of this paper from the 
College of Medical Evangelists and the Crenshaw Re- 
search Foundation, Los Angeles, studied the possible 
relationship between continuing liver damage following 
hepatitis and cirrhosis of the liver in a group of 33 
patients (15 male and 18 female, mean age 46 years). 
All the patients had chronic hepatitis or cirrhosis follow- 
ing a presumed attack of hepatitis and persistent symp- 
toms; in 28 the results of liver function tests were 
abnormal. In 4 cases examination of a biopsy specimen 
of the liver showed extensive post-necrotic cirrhosis. © 
The duration of symptoms was 3 to 23 years following 
the initial illness and in 27 out of the 33 patients the 
reaction to the haemagglutination test was positive. In 
contrast, of 33 patients with alcoholic cirrhosis, 31 gave 
a negative response to the haemagglutination test for 
viral hepatitis. 

The authors consider that this test may detect patients 
with continuing liver damage following hepatitis repre- 
senting a viral carrier state. A. E. Read 


642. Anaemia in Cirrhosis. Frequency and Mechan- 
ism. (L’anémie des cirrhoses. Fréquence et meéca- 
nisme) 

P. Borvin, L. HARTMANN, and R. Fauvert. Nouvelle 
revue francaise d’hématologie [Nouv. Rev. franc. Hémat.]} 
1, 3-18, Jan.—Feb. [received April], 1961. 3 figs., 36 
refs. 


The authors have investigated at the Isotope Research 
Centre, Hépital Beaujon, Paris, the mechanism of the 
anaemia which occurs in cirrhosis of the liver; cases of 
anaemia due to haemorrhage were excluded. A total of 
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90 studies of the erythrocyte mass carried out on 47 
cirrhotic patients by means of the radioactive chromium 
labelling technique showed that this mass was reduced 
in 23 (48°) of the cases. Admittedly the plasma volume 
is increased and this accentuates the smaller number of 
erythrocytes per c.mm., but this is not the essential cause 
of the anaemia. 

In addition the ferrokinetics were studied in 18 patients, 
using intravenous injections of 59Fe-labelled plasma. 
These studies showed that the labelled plasma survived 
for a shorter time in 14 out of 18 patients, the survival 
time being markedly shortened in 2 cases. In 2 others, 
however, it was slightly more prolonged than normal. 
The amount of iron renewed per day was found to be 
increased in all but one of the patients with cirrhosis. 
It is concluded that in hepatic cirrhosis haemolysis, 
though frequent, is generally moderate in degree and 
that the cause of the anaemia is an absolute or relative 
insufficiency of the bone marrow due to hypoplasia, 
resulting in an inability to compensate for the haemo- 
lysis. I. McLean Baird 


643. The Mechanism of Ascites Formation in Chronic 
Liver Disease 

M. ATKINSON and M. S. Losowsky. Quarterly Journal 
of Medicine (Quart. J. Med.| 30, 153-166, April, 1961. 
5 figs., 37 refs. 


In the investigation here reported from the University 
of Leeds the serum protein level and intrasplenic pressure 
were determined in 49 patients with chronic liver disease, 
of whom 24 had ascites. While in general the patients 
with ascites had lower serum albumin levels and higher 
levels of intrasplenic pressure, there was not a good 
separation on either of these criteria. When intrasplenic 
pressure was plotted against serum albumin level the 
points for all the patients with ascites fell above the line 
whose equation is 10 x serum albumin (in g. per 100 ml.) 
+4=intrasplenic pressure (incm. H2O). The points for 
all but 2 of the patients without ascites fell on or below 
this line. Moreover, a good response to treatment was 
associated with crossing the line, while the points for 
those patients not responding to treatment remained in 
the “ ascitic zone”. These findings emphasize that the 
serum albumin level and the portal pressure are alike 
important in determining the presence of ascites. When 
successful, diuretics act mainly by lowering splanchnic 
capillary pressure. D. A. K. Black 


644. The Significance of Shock and Collapse in the 
Development of the Hepato-renal Syndrome. (SHaueHue 
woKa KONNaNca B pasBHTHH renaTopeHambHoro 

V. V. Sura, M. E. SEMENDJAEVA, and M. A. PoTEKAEVA. 
Cosemcxaan Meduyuna [Sovetsk. Med.] 25, 36-40, Feb., 
1961. 22 refs. 


The importance of acute circulatory disorders in the 
development of renal failure is well recognized. These 
disorders also play an important role in the causation of 
hepatic failure in subjects with a pre-existent hepatic 
lesion and disordered hepatic circulation. The authors 
point out that this explains the relatively high incidence 


of the hepato-renal syndrome which follows the surgical 
treatment of obstructive jaundice and, in patients with 
liver disease, extensive haemorrhage or the aspiration of 
ascites. 

In this paper they review the case histories of 23 
patients, of whom 5 had subacute or chronic hepatitis, 
9 hepatic cirrhosis, and 8 obstructive jaundice due to 
carcinoma of the pancreas, ampulla of Vater, or the 
biliary passages; in the remaining case no pre-existing 
hepatic lesion or renal pathology could be established. 
All these patients had died following a diagnostic or 
operative procedure and in all death was preceded by 
circulatory collapse and manifestations of hepatic failure. 
The post-mortem findings were those of necrotic nephro- 
sis. The authors recommend that strict control of the 
blood pressure in patients with hepatic lesions would 
allow of its timely correction when necessary and lead 
to a greatly improved prognosis when surgical interven- 
tion or other strenuous investigations become necessary. 

S. W. Waydenfeld 


645. Splenoportography and Splenomanometry in the 
Diagnosis of Portal Hypertension. (Cnnexonoprtorpa- 

V. P. GoRBATENKO and L. S. MATveevA. 
Meduyuna [Klin. Med. (Mosk.)| 42, 87-91, Feb., 1961. 
5 figs., 14 refs. 


Splenoportography and splenomanometry were carried 
out on 20 patients with the hepato-lienal syndrome and 
portal hypertension. In 3 cases the investigation was 
abandoned owing to defective radiographs or injection 
of the contrast medium under the capsule. Of the 17 
patients in whom the investigation was successful, 12 
were male and 5 female; they ranged in age from 17 to 
50. Preliminary radiological investigation of the oeso- 
phagus and stomach revealed oesophageal varices in 10 
patients with hepatic cirrhosis or cirrhosis combined 
with thrombosis in the portal system. Collateral circu- 
lation was established and the intrasplenic pressure was 
increased. In 7 cases the oesophageal veins were normal. 
In 4 of these the results of splenomanometry and spleno- 
portography were normal, while in 2 the intrasplenic 
pressure was increased but there was no collateral circu- 
lation. As a result of the investigation the diagnosis had 
to be changed in a number of cases, the final diagnoses 
being as follows (with the figures for preliminary diag- 
noses in parentheses): cirrhosis of the liver 5 (3), cirrho- 
sis of the liver with portal thrombosis 7 (1), chronic 
hepatitis 2 (0), hydatid disease 1 (1), secondary carcinoma 
of the liver with peritoneal carcinomatosis and com- 
pression of portal vein 1 (0), congenital haemolytic 
anaemia 1 (0). Original diagnoses of thrombophlebitic 
splenomegaly (11 cases) and of Banti’s disease (one case) 
had to be abandoned. Splenic venous thrombosis is 
usually a secondary condition and is very rare (14 cases 
among 12,059 necropsies). The diagnosis of thrombo- 
phlebitic splenomegaly should therefore be made rarely. 
The methods of investigation described help in deciding 
the line of treatment and assessing the prospects of 
surgical intervention. S. W. Waydenfeld 
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646. Origin of Both Great Vessels from the Right 
Ventricle. I. Without Pulmonary Stenosis 

H. N. NEUFELD, J. W. DusHANE, E. H. Woop, J. W. 
KIRKLIN, and J. E. Epwarps. Circulation [Circulation] 
23, 399-412, March, 1961. 10 figs., 16 refs. 


In the congenital cardiac malformation in which the 
aorta and pulmonary artery both arise from the right 
ventricle the only outlet for the left ventricle is by way of 
a ventricular septal defect. Ten such cases have been 
previously reported and in this paper from the Mayo 
Clinic the authors report a further 14 examples of the 
condition. Three main types of malformation occur: 
(1) without pulmonary stenosis (8 cases in this series); 
(2) with pulmonary stenosis (5 cases); and (3) accom- 
panied by other intracardiac malformations (1 casc). 

This paper deals only with the 8 cases without pul- 
monary stenosis. In 5 of these the diagnosis was con- 
firmed at necropsy and in the other 3 at operation. In 2 
cases a patent ductus arteriosus, mitral insufficiency, and 
some degree of coarctation of the aorta were present. 
Pulmonary hypertension was present in all cases. The 
anatomical, clinical, electrocardiographic, radiological, 
and haemodynamic findings are discussed in full. In 
each case a ventricular septal defect constituted the only 
outlet for the left ventricle. The aortic and pulmonary 
valves were in approximately the same cross-sectional 
and coronal body planes, this being in contrast to the 
situation obtaining in the usual ventricular septal defect, 
in which the aortic valve is in a normal position, that is, 
caudal to the pulmonary valve. The clinical features 
simulated those of a large ventricular septal defect associ- 
ated with pulmonary hypertension. 

The importance of distinguishing these two anomalies 
is emphasized, since the surgical methods for repair are 
different. The following features are of help in the 
differential diagnosis: (1) the electrocardiogram shows 
a mean electric axis above the zero line, with the froatal- 
plane vectorial loop of the QRS directed in a counter- 
clockwise direction and its main portion lying above the 
zero line; (2) cardiac catheterization or angiocardio- 
graphy, or both, show the aortic valve lying in the same 
cross-sectional body level as the pulmonary valve in the 
antero-posterior view and in the same coronal plane in 
the lateral view; and (3) in some cases the oxygen satura- 
tion of the blood in the pulmonary artery approaches or 
equals that in the aorta. R. Wyburn-Mason 


647. Digitalis in Surgery: Extension of Classical Indica- 
tions 


M. W. Wueat Jr. and T. H. Burrorp. Journal of 
Thoracic and Cardiovascular Surgery [J. thorac. cardiovasc. 
Surg.) 41, 162-168, Feb., 1961. 2 figs., 8 refs. 


The commonest cardiac complications following intra- 
thoracic surgery are atrial fibrillation or flutter and con- 
gestive heart failure. In order to assess the value of 


prophylactic digitalization in patients aged 55 and over 
undergoing major intrathoracic surgical resections the 
439 patients of the chest service at Barnes Hospital, St. 
Louis, operated upon between 1948 and 1957 were 
reviewed. The operations consisted of 212 pneumonec- 
tomies, 138 lobectomies, 26 bilobectomies or lobectomies 
and segmental resections, and 63 oesophageal resections. 
Of these patients, 302 received no prophylactic digitalis, 
and cardiac complications developed after operation in 
68 patients (23°%) compared with a figure of 12°% for the 
137 who did receive prophylactic digitalis. The differ- 
ence was most striking in patients over 70; cardiac com- 
plications occurred in 13 (46°%) of 28 such patients with- 
out, compared with 3 (10%) of 29 patients with, prophy- 
lactic digitalization. It is concluded that the incidence 
of postoperative cardiac complications following major 
intrathoracic surgery can be halved in patients over 55 
by preoperative prophylactic digitalization, which should 
be carried out as a routine in all patients over 60 on whom 
a major intrathoracic operation is contemplated. 
A. Schott 
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648. Thyrocardiac Disease and Its Management with 
Radioactive Iodine 

C. Detit, S. Sttver, S. B. YOHALEM, and R. L. SEGAL. 
Journal of the American Medical Association [J. Amer. 
med. Ass.| 176, 262-267, April 29, 1961. 4 refs. 


In this paper an analysis of the results in 1,603 thyro- 
toxic patients treated at the Mount Sinai Hospital, New 
York, with radioactive iodine (1311) only is presented, 
with particular reference to 356 patients with cardiac 
complications. Of the latter, 187 had congestive car- 
diac failure, 62 angina pectoris (32 of them also having 
congestive failure), and 107 had atrial fibrillation but 
no heart failure or angina. No differentiation was made 
between thyrocardiac patients with and without associ- 
ated organic heart disease, such as hypertension or rheu- 
matic carditis. The follow-up period lasted at least 
one year after a euthyroid state had been established. 
The female: male ratio in the whole group (3-5:1) was 
similar to that in the thyrocardiac group (3-4:1), but 
there was a relatively lower incidence of hyperthyroid 
females with angina. The majority of patients with 
cardiac involvement were over 50 years of age. The 
duration of the thyrotoxicosis was not significantly re- 
lated to the development of cardiac complications. Al- 
though the incidence of nodular goitre was higher in the 
older patients, there was again no obvious correlation 
with cardiac complications. 

Approximately half the patients, thyrocardiac or 
otherwise, became euthyroid after one dose of 1511; a 
larger dose was in general given to the thyrocardiac 
patients, particularly to those with congestive failure. 
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Myxoedema developed in 7% of the patients (including 
both those with and without cardiac complications), and 
there was a recurrence of hyperthyroidism of approxim- 
ately 1% after 6 months over the whole series. The 
most consistent circulatory effect of 1311 therapy in all 
patients was a reduction in the pulse rate. The pulse 
pressure was reduced also after 13!I therapy, but there 
was no significant change in mean arterial pressure. The 
reversion rate for atrial fibrillation after therapy was 
approximately 75°% and in most of these patients such 
reversion was spontaneous. The presence of congestive 
failure adversely influenced the reversion rate, the most 
favourable results occurring in those with atrial fibrilla- 
tion but no angina and congestive failure. However, 
the majority of patients with angina and congestive fail- 
ure showed improvement, this being most marked in 
those below the age of 50 years. 

The authors conclude that 1311 therapy produces 
striking improvement in all forms of thyrocardiac 
disease and point out that their results are very similar 
to those reported by Sandler and Wilson (Quart. J. Med., 
1959, 28, 347; Abstr. Wid Med., 1960, 27, 305). 

Gerald Sandler 


649. Primary Disease 

N. O. Fowier, M. Gueron, and D. T. ROWLANDs Jr. 
Circulation [Circulation] 23, 498-508, April, 1961. 4 
figs., 42 refs. 


This communication from the University of Cincinnati 
College of Medicine reports the features of primary myo- 
cardial disease in 18 patients aged 18 months to 68 years 
who died after a period of congestive failure with cardiac 
enlargement but no evidence of hypertension or of 
coronary arterial, valvular, or other disease. 

Clinically, the presenting symptoms were dyspnoea, 
oedema, and paroxysmal nocturnal dyspnoea. There 
was no family history of heart disease; 3 patients were 
heavy consumers and 3 moderate consumers of alcohol. 
In 4 cases there was transient hypertension. In 15 cases 
the course of the disease was prolonged over 2 years. 
Systolic murmurs were heard in 12 cases and diastolic 
murmurs in 3; the latter did not persist. In 8 cases a 
diastolic apical gallop rhythm was heard. Electro- 
cardiography showed abnormal left axis deviation in 3 
cases, right axis deviation in a further 3, and ventricular 
hypertrophy in one. In 7 cases there was chronic atrial 
fibrillation. All 15 patients examined radiologically 
showed cardiac enlargement; the left atrium was promin- 
ent in 5 cases and Kerley lines were present inone. Right 
heart catheterization was performed on 4 patients and 
showed raised mean right atrial and right ventricular 
diastolic pressures in 3. Venous angiography in one 
patient showed an extremely dilated right ventricle and 
prolonged circulation time. Patients were treated in the 
orthodox way for heart failure. Steroids were not 
beneficial on the single occasion they were tried. 

Sixteen patients died from intractable heart failure, 
one from septicaemia, and one from aspiration pneu- 
monia. At necropsy cardiac hypertrophy was noted in 
all 18 cases, with bilateral ventricular enlargement. Em- 
bolism was noted in 8 cases and pulmonary infarction 
in 6. The myocardium showed only changes of fibrosis 
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with no inflammation. In 4 cases accompanying cardiac 
and nutritional cirrhosis was seen. 

The authors point out the difficulty of differentiating 
primary myocardial disease from the usual causes of 
cardiac enlargement. They suggest that the absence of 
sustained hypertension, variability of murmurs, and fail- 
ure to respond to therapy should exclude hypertension, 
valvular disease, and pericardial disease respectively. 
Chronic myocarditis can only be differentiated by the 
rapid clinical course and the histological evidence of 
inflammatory changes. In a discussion of the aetiology 
beri-beri and alcohol are excluded and it is concluded 
that the mechanism of the cardiomegaly remains obscure. 


J. S. Malpas 
ENDOCARDIUM 
650. Ristocetin in Bacterial Endocarditis: an Evalua- 
tion of Short-term Therapy 


M. J. RoMANSKY, C. W. Foutke, R. A. OLsson, and J. R. 
Hoimes. Archives of Internal Medicine [Arch. intern. 
Med.\ 107, 480-493, April, 1961. 4 figs., 28 refs. 


This paper from the George Washington University 


‘School of Medicine, Washington, D.C., describes the 


short-term use of ristocetin in 15 patients suffering from 
subacute bacterial endocarditis. The diagnosis was 
established by the isolation of the infecting organism 
from blood cultures in 13 cases and in the remaining 2 
on the basis of a typical clinical picture. Of the 13 
former cases, 10 were due to infection with an entero- 
coccus, 2 with an a-haemolytic streptococcus, and one 
with a staphylococcus. Seven patients had already 
received one or all of the following antibiotics, alone or 
in various combinations: penicillin, streptomycin, chlor- 
amphenicol, tetracycline, oxytetracycline, novobiocin, 
and erythromycin. The ristocetin was given intra- 
venously in a daily dosage of about 2 g. The regimen 
eventually established after blood concentration studies 
was 25 mg. of ristocetin per kg. body weight per day 
given in two doses 12-hourly, each dose being made up 
in 100 ml. of 5% glucose and water or isotonic saline 
solution and infused over a period of 20 to 30 minutes. 

The average period of treatment was 14 days and the 
over-all results show that 13 patients have had no recur- 
rence; in the remaining 2 cases the disease ran a com- 
plicated course which rendered evaluation difficult. Of 
the 10 patients with enterococcal infection, 9 responded 
satisfactorily and the 10th, after responding well, died 
from a ruptured aortic valve cusp; at necropsy the valve 
vegetations were shown to be sterile. The 3 patients 
with endocarditis due to a-haemolytic streptococcal or 
staphylococcal infection also responded satisfactorily, 
but the routine use of ristocetin in these types of case is 
not advocated unless there is hypersensitivity to penicillin 
or for some other reason penicillin and/or streptomycin 
cannot be given. The short-term use of ristocetin, how- 
ever, is in the authors’ opinion the treatment of choice 
for enterococcal endocarditis. 

Side-effects in this series were a mild leucopenia in 4 
cases and a neutropenia in one, which rapidly became 
normal on cessation of therapy. In 2 other cases (not 
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included in this series) the bone-marrow picture remained 
normal during a similar neutropenia. Other side- 
effects were a maculopapular erythematous rash coinci- 
dent with ristocetin treatment in 3 cases and persistent 
or intermittent pyrexia during the treatment period only 
also in 3 cases, while a further 3 patients had a mild 
superficial phlebitis involving the veins used for the 
infusions. The authors consider it probable, however, 
that by using the recommended regimen finally arrived 
at this complication has ceased to be a problem, particu- 
larly as recent batches of the antibiotic have shown 
evidence of improvements in its purification. Observa- 
tions of the blood urea nitrogen level and the erythro- 
cytes and platelets revealed no abnormalities. They 
conclude that ristocetin properly administered is a safe 
and effective drug for the treatment of enterococcal 
endocarditis. J. Warwick Buckler 
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651. Clinical Study of the Syndrome of Pulmonary 
Hypertension in Mitral Stenosis. (Etude clinique du 
syndrome d’hypertension pulmonaire dans le rétrécisse- 
ment mitral) 

P. Souuit, P. Cuicne, and Y.. Dupoys. Semaine des 
hépitaux de Paris [Sem. Hép. Paris] 37, 1117-1130, April 
2, 1961. 4 figs., 13 refs. 


This paper, which outlines the clinical picture of pul- 
monary hypertension complicating mitral stenosis and 
discusses how the presence of this complication modifies 
the indications for surgery, is based on 300 cases of mitral 
stenosis studied clinically at the H6pital Broussais, Paris. 
Radiological examination was carried out and the electro- 
cardiogram (ECG) recorded in all cases, cardiac catheter- 
ization and operation were performed in 206, respiratory 
function was analysed in 31, and 50 came to necropsy. 
A full description is given of the findings in pulmonary 
hypertension, stressing such signs as pulmonary oedema, 
angina of effort, isolated haemoptyses, diminution of the 
diastolic murmur, and the radiological and ECG signs. 
In doubtful cases the final proof rests on cardiac catheter- 
ization. 

The authors divide 231 of the patients into the follow- 
ing four groups: (1) 35 with mild stenosis; (2) 60 with 


severe stenosis and pulmonary oedema; (3) 90 with severe. 


stenosis and permanent pulmonary hypertension; and 
(4) 46 with severe stenosis and “ mitral bronchopneu- 
monopathy”’. The clinical findings in each group are 
described in detail with illustrative ECGs and the tabu- 
lated results of investigation. Patients in Group 2 (pul- 
monary oedema) always benefited from operation. Of 
those in Group 3 (permanent hypertension), some were 
dramatically relieved by operation, whereas others were 
little improved; the authors suggest that in those im- 
proved by operation the hypertension was due to back 
pressure, whereas in the latter it resulted from irreversible 
changes in the lung capillaries and parenchyma associ- 
ated with signs of right ventricular failure. Broncho- 
pneumonopathy was characterized by acute pulmonary 
oedema of effort and frequent attacks of bronchial and 
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pulmonary infection. Cases of this last type are con- 
sidered to present absolute indications for surgery and 
excellent results were obtained in 22 out of 35 operations, 
with a mortality of 4. D. Goldman 


652. Angina in Mitral Stenosis. (L’angor des mitraux) 
P. Cuicue, D. COLONNA, and J. L. JULLIEN. Semaine des 
hépitaux de Paris [Sem. Hép. Paris] 37, 1131-1139, 
April 2, 1961. 3 figs., 7 refs. 


At the H6pital Broussais, Paris, 1,000 patients with 
mitral stenosis were examined for evidence of angina 
pectoris. After excluding those patients who were over 
the age of 50, women who had undergone hysterectomy, 
and those with aortic stenosis, hypertension, or metabolic 
thyroid disease, there remained 732 patients and among 
these were 28 with angina which seemed related solely 
to the mitral stenosis—that is, an incidence of 3-8%. 

The angina. was indistinguishable from that due to 
coronary arterial disease, except that the average age of 
patients was 34 and the attacks were infrequent and 
often associated with bouts of pulmonary oedema pre- 
cipitated by effort. All but 3 of the 28 patients had 
pulmonary hypertension, but there was no high incidence 
of arrhythmias, cardiac enlargement, or cardiac failure. 
Of 25 patients subjected to operation, all had a mitral 
orifice of less than 1 sq. cm. Thus angina in patients 
with mitral stenosis is a strong indication for surgery, 
even in the absence of pulmonary hypertension, pro- 
vided no anatomical coronary insufficiency is demon- 
strable. The authors suggest that the angina in these 
cases results from a functional coronary insufficiency due 
partly to increased pulmonary arteriolar resistance and 
partly to the limited development of oxygen debt in the 
cardiac muscle during exercise. D. Goldman 


653. The Results of Radiological Examination in Mitral 
Stenosis. (Les données de l’examen radiologique dans le 
rétrécissement mitral) 

P. CuicHe and D. CoLONNA. Semaine des hépitaux de 
Paris [Sem. Hép. Paris] 37, 1139-1152, April 2, 1961. 
34 figs., 13 refs. 


Of 250 patients with mitral stenosis attending the Hépi- 
tal Broussais, Paris, for radiological examination, 120 
were selected at random for statistical analysis and com- 
parison of the radiological signs with the clinical and 
haemodynamic findings. In all cases screening and 
frontal teleradiography were performed and radiographs 
in both oblique views and the left lateral position ob- 
tained during a barium swallow, while 94 underwent 
right heart catheterization and 100 commissurotomy. 

The possible modifications of the cardiac outline are 
detailed with reference to each chamber. In a number 
of cases the whole outline was normal. The authors 
also describe the changes observed in the x-ray appear- 
ance of the lung hila, pulmonary arterial tree, and lung 
fields, and these are classified in relation to the size of the 
mitral orifice and degree of pulmonary hypertension. It 
is noted that radiography permits of estimation of the 
shape and size of each heart chamber, while a study of the 
abnormalities therein allows evaluation of the changes 
in haemodynamics—for example, hypertrophy and dila- 
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tation of the right ventricle suggests a tight stenosis with 
pulmonary hypertension. The appearances of the lung 
fields and vessels indicate the secondary effects of the 
mitral stenosis. Changes in the hilar shadows are 
among the earliest signs. X-ray evidence of pulmonary 
hypertension indicates a tight stenosis requiring surgery. 
Changes in the lung parenchyma often persist after the 
hypertension has been relieved by operation. 

[All the 34 radiographs reproduced in this paper are 
of good quality.] D. Goldman 


CORONARY DISEASE AND MYOCARDIAL 
INFARCTION 


654. Action of Heparin in Ischaemic Heart-disease 
L. McDonatp and M. Lancet [Lancet] 1, 
844-847, April 22, 1961. 2 figs., 27 refs. 


In this investigation reported from the Institute of 
Cardiology, National Heart Hospital, London, the action 
of intravenous injection of 10,000 units of heparin on 
blood coagulability in 8 patients suffering from ischaemic 
heart disease was compared with that in 7 healthy men 
of the same age group. Subsequently 6 of the former 
group and 7 of the latter were given 1,000 to 1,500 
units of heparin intramuscularly twice weekly and the 
tests repeated at intervals of 1 to 4 weeks. The tests 
included estimation of the thromboplastin generation 
time, platelet count and stickiness, whole-blood clotting 
time, and serum cholesterol level. The techniques used 
are described. 

It was found that the initial intravenous dose of heparin 
depressed thromboplastin generation to a less extent and 
for a shorter period in patients with ischaemic heart 
disease than in normal subjects. This seemed to be due 
to the effect of heparin on platelet stickiness rather than 
to any other factor. After long-term heparin therapy 
the effect of intravenous heparin on thromboplastin 
generation returned to normal in the patients with 
ischaemic heart disease. Platelet stickiness (previously 
abnormal) also returned to normal, with a slight, but 
not clinically significant, lengthening of the whole-blood 
clotting time. The levels of serum cholesterol did not 
alter. 

The results of this investigation demonstrate that 
long-term heparin therapy produces a radical alteration 
in blood coagulation in patients with ischaemic heart 
disease, though the authors emphasize that it “* provides 
no evidence that such heparin therapy will affect the 
morbidity or mortality of ischaemic heart disease ”’. 

P. T. O'Farrell 


655. Observations on Heparin-induced Clearing Activity 
in Ischaemic Heart Disease and the Effect of Prolonged 


Heparin Therapy 
P. J. Nestet. Australasian Annals of Medicine [Aust. 
Ann. Med.) 10, 29-32, Feb. [received April], 1961. 
1 fig., 7 refs. 

It has been shown that the optical clearance by heparin 
of alimentary lipaemia is reduced in patients with ischae- 
mic heart disease provided that the plasma is rich in 
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platelets. The present study from the University of 
Melbourne and Royal Melbourne Hospital was under- 
taken to establish whether platelet-poor plasma might 
also contribute to this difference. The subjects were 11 
patients who had had a myocardial infarction at least 3 
months previously and 11 healthy controls. The optical 
density of mixtures of 1-ml. aliquots of platelet-rich 
plasma, platelet extract, and platelet-poor plasma with 
1 ml. of a standard source of plasma containing clearing 
factor and 0-2 ml. of a 5% coconut-oil emulsion 
(“‘ ediol ’”’) was measured every 10 minutes for one hour. 
The blood was collected after an overnight fast. The 
standard source of plasma containing clearing factor 
was obtained by bleeding a young donor 8 minutes after 
an intravenous injection of 3 mg. of heparin. It was 
found that platelet-rich plasma and plasma extract from 
patients with ischaemic heart disease contained a signifi- 
cantly greater amount of a substance which inhibits the 
heparin-induced clearance than those from normal sub- 
jects, whereas in platelet-poor plasma the inhibiting 
factor was present in practically the same amounts in the 
ischaemic and control groups. 

The plasma clearing activity of heparin was also in- 
vestigated in 10 patients who, after recovery from myo- 
cardial infarction, received twice-weekly subcutaneous 
injections of 250 mg. of heparin. Measurements were 
carried out at the beginning of this treatment (4 days 
after the previous injection) and about 4 and 7 months 
later and the results compared with those from a control 
series of 10 similar patients who were given a placebo. 
The untreated group showed a considerable depression of 
heparin-induced plasma clearance soon after the infarc- 
tion and a subsequent steady, though small, rise. The 
treated group showed a significantly greater rise over the 
first 5 months than the untreated group. A. Schott 


656. Idiopathic Hyperlipemia and Ischemic Heart Dis- 
ease 

D. F. Brown. Annals of Internal Medicine [Ann. intern. 
Med.) 54, 646-659, April, 1961. 5 figs., 32 refs. 


The author of this paper from Albany Medical College, 
Union University, Albany, New York, studied some 
aspects of triglyceride metabolism in ischaemic heart 
disease and in idiopathic hyperlipaemia. 

Of the 34 middle-aged males investigated, 4 had 
idiopathic hyperlipaemia, 15 had had myocardial infarc- 
tion 3 to 6 months previously, and 15 were healthy. 
Plasma lipid levels were estimated before and during the 


24 hours following a meal of 10 oz. (284 ml.) of heavy 
’ cream. Most of the patients received 100 yc. of triolein 


labelled with radioactive iodine (1311) with the meal. 
All the plasma lipid levels (total esterified fatty acids, 
cholesterol, and phospholipid, and, by subtraction, the 
triglycerides) were significantly higher in patients with 
ischaemic heart disease than in the healthy subjects, and 
significantly higher again in patients with idiopathic 
hyperlipaemia. The peak levels in healthy subjects 
occurred 5 hours after the fatty meal; in patients with 


ischaemic heart disease there. was a “ plateau” at 5 to 7 


hours and in idiopathic hyperlipaemia the levels continued 
to rise in most cases for 9 hours. The level of 131I 
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which was still bound to lipid was significantly higher in 
ischaemic heart disease after 9 hours and in idiopathic 
hyperlipaemia after 9 and 24 hours than in healthy 
subjects, indicating diminished utilization of lipid in 
these two conditions. Heparin partly corrected the lipid 
disorders in one patient with idiopathic hyperlipaemia 
and a low-fat diet given for one year reduced the fasting 
triglyceride level, but the excessive postprandial lipaemia 
persisted. In health and in ischaemic heart disease the 
postprandial rise in total esterified fatty acids is due 
mainly to an increase in the triglyceride fraction rather 
than to increases in the cholesterol or phospholipid 
fractions. 

It is suggested that the lipid abnormality in ischaemic 
heart disease and idiopathic hyperlipaemia may be 
similar and differ only in degree. T. B. Begg 


657. Postprandial Lipemia in Health and in Ischemic 
Heart Disease: a Comparison of Three Indexes of Fat 
Absorption and Removal and Their Modification by Sys- 
temic Heparin Administration 

D. F. Brown, A. S. Hesuin, and J. T. Dove. New 
England Journal of Medicine [New Engl. J. Med.] 264, 
733-737, April 13, 1961. 4 figs., 22 refs. 


After an overnight fast 9 healthy medical students, 15 
clinically healthy men aged 38 to 63 years, and 31 men 
aged 43 to 66 years who had had a myocardial infarction 
one month to one year previously were given 500 ml. of 
heavy cream and 100 yc. of triolein labelled with 1311. 
Blood was taken at 0, 3, 5, 7, 9, and 24 hours and the 
plasma separated at once at 0°C. The optical density, 
fatty ester level, and lipid-bound radioactivity were all 
higher in the patients than in the other groups, although 
there was some overlap. This was least for fatty esters 
and lipid-bound radioactivity in the 9-hour sample. The 
test was repeated on 5 students and 4 patients, 50 mg. of 
heparin being given at 0, 3, 5, and 7 hours. The fatty 
ester and radioactivity levels were unaltered in the nor- 
mal subjects, but were lowered by heparin in the patients. 
The demonstration of slower clearing of fat from the 
blood seems to be a better test for separating healthy 
from diseased subjects than the estimation of fasting 
plasma lipid or cholesterol values. M. Lubran 


658. Effects of Excess Sodium Chloride on Blood Lipids: 
a Possible Factor in Coronary Heart Disease 

G. D. Tavsott, J. R. Keys, B. M. Keatina, and B. 
FINKELSTEIN. Annals of Internal Medicine [Ann. intern. 
Med.] 54, 257-266, Feb., 1961. 3 figs., 20 refs. 


The authors postulated a relationship between the 
amount of salt in the diet, hyperlipaemia, and the inci- 
dence of coronary arterial disease. Twenty normal male 
subjects were given a 3,000-Calorie diet containing about 
4 g. of sodium chloride for 2 weeks. During the second 
week a daily supplement of 20 g. of sodium chloride and 
5 mg. of “ percorten” (deoxycortone) to inhibit the 
urinary excretion of salt were given. At the end of each 
week estimation of the lipid factors in the blood was 
made in the fasting state and at intervals up to 24 hours 
after an intravenous administration of “lipomul”, a 
fat emulsion. At the end of the week of salt loading 


there was a significant decrease in the serum levels of 
cholesterol and cholesterol esters both after fasting and 
up to 24 hours after the fat emulsion had been given, 
whereas those of the triglycerides and fatty acids were 
significantly increased. If the triglycerides rather than 
cholesterol are the active factors in whatever role the lipids 
play in atherogenesis, it may be desirable to restrict 
excessive salt intake as a means of controlling coronary 
heart disease. K. G. Lowe 


659. Reduction of Serum-cholesterol by Dextro-thyrox- 
ine in Men with Coronary Heart-disease 

M. F. Ottver and G. S. Boyp. Lancet [Lancet] 1, 
783-786, April 15, 1961. 2 figs., 19 refs. 


It is known that the administration of thyroid substance 
reduces the serum cholesterol level. With the synthesis 
of new analogues the preparations of choice for this 
purpose among patients with coronary atherosclerosis 
became the dextro isomers of thyroxine, which reduce 
the serum cholesterol level without increasing the myo- 
cardial metabolism substantially. At the Royal Infirm- 
ary, Edinburgh, 38 middle-aged men with electrocardio- 
graphic evidence of coronary heart disease were given 
dextro-thyroxine. Of 18 patients to whom a daily dose 
of 10 mg. was administered for 3 months, 2 developed 
angina of effort and 2 others did not show a sustained 
reduction of the serum cholesterol level. Of 20 patients 
who received a daily dose of 7-5 mg. for 6 months, in 16 
a significant reduction of the serum cholesterol level was 
achieved, but after stopping dextro-thyroxine administra- 
tion the level rose much higher than before. Of these 
20 patients, one developed angina of effort; 7 other 
patients, however, experienced less angina and at the 
same time an improvement of their exercise tolerance. 

While in the authors’ opinion dextro-thyroxine is at 
present the most potent thyroid substance for the reduc- 
tion of the serum cholesterol level in patients with 
coronary heart disease, the variation in their individual 
response and the occasional provocation of angina do 
not warrant its use for routine administration. 

[The reader’s attention is drawn to the papers by 
Corday et al. (Arch. intern. Med., 1960, 106, 809; Abstr. 
Wld Med., 1961, 29, 362) and by McClure et al. (J. 
Endocr., 1961, 22, 87; Abstr. Wid Med., 1961, 29, 387), 
both of which deal with the same problem.] 

Z. A. Leitner 


660. Sudden Death from Coronary Disease Related to 
a Lethal Mechanism Arising Independently of Vascular 
Occlusion or Myocardial Damage ' 

L. ADELSON and W. HoFFMAN. Journal of the American 
Medical Association [J. Amer. med. Ass.] 176, 129-135, 
April 15, 1961. 1 fig., 17 refs. 


Five hundred consecutive sudden deaths ascribed to 
coronary sclerotic heart disease after complete autopsy 
were studied. The subjects’ ages at death ranged from 
the third through the ninth decades, and the majority 
were white men, far in excess of their proportion in the 
general population. Occupation and obesity appear to 
be without etiologic significance in the precipitation of 
the fatal episode. While severe muscular effort or violent 
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emotional disturbance were undoubtedly responsible for 
fatal collapse in some instances, the bulk of our sudden 
deaths occurred without participation of these factors. 
Approximately one-third of our hearts had a recent 


_coronary thrombosis and/or acute myocardial infarct. 


The remaining two-thirds had no “new” anatomic 
disease. Recent coronary thrombi were found more 
frequently in the younger age groups. Two hundred 
seventy-five hearts (55°4) had one or more healed 
infarcts, and the incidence of healed infarcts increased 
progressively with age, as did heart weight. 

The majority of sudden deaths from coronary sclerotic 
heart disease are caused by a lethal mechanism which 
arises independently of recent vascular occlusion or myo- 
cardial damage. Differential oxygenation of various 
portions of the myocardium creates a state of electrical 
instability, which then triggers the fatal arrhythmia 
(* self-electrocution ”). Twenty-six per cent of our vic- 
tims of coronary disease died with an intact myocardium. 
In this group and in many hearts with well-healed remote 
infarcts, the myocardium appears to be capable of many 
years of good function if the heart beat can be restored. 
Positive measures to initiate heart action (manual cardiac 
compression, electrical stimulation) should be instituted 
immediately after the “* fatal ’” episode by trained medical 
personnel who may be in attendance.—[Authors’ sum- 
mary.] 


661. Long-term Evaluation of Ligation of the Internal 
Mammary Artery in the Treatment of Coronary Insuffici- 
ency. (Valutazione remota della legatura delle arterie 
mammarie interne nella terapia_ dell’insufficienza 
coronarica) 

V. GRIGOLATO, R. BARIATTI, C. CANDIANI, C. BELLI, and 
C. Faupa. Minerva medica [Minerva med. (Torino)] 52, 
795-798, March 3, 1961. 6 refs. 


At the Ospedale Maggiore, Milan, the authors studied, 
for a period of 1 to 2 years, 111 patients (89 men and 22 
women) who had undergone bilateral ligation of the in- 
ternal mammary arteries under local anaesthesia for 
coronary arterial disease, usually with myocardial infarc- 
tion. They were divided into 4 groups: (1) those 
operated upon within 3 days of myocardial infarction 
(14); (2) those treated from 3 to 20 days after diagnosis 
(45); (3) those suffering increasing cardiac pain subse- 
quent upon infarction (21); and (4) those having anginal 
attacks without demonstrable myocardial lesions (31). 
Fifteen patients underwent simulated operation without 
ligation of the vessels, but this was unknown to the medi- 
cal assessor. 

The results in each group are reviewed in the light of 
symptomatic relief and electrocardiographic changes. 
The majority of patients, including those having the simu- 
lated operation, admitted to some immediate benefit 
which was not generally maintained, many showing 
evolutive cardiographic changes. The authors conclude 
that the improvement noted after operation was consistent 
with psychological relief and subjective evaluation by the 
patients, while the course of the disease and ultimate 
prognosis differed in no way from that to be anticipated 
with medical therapy alone. C. A. Jackson 


662. Clinically Unrecognized Myocardial Infarction fol- 
lowing Surgery 

A. C. J. H. Hopika, B. E. Etsten, and S. 
ProGcer. New England Journal of Medicine [New Engl. 
J. Med.] 264, 633-639, March 30, 1961. 2 figs., 37 refs. 


Holding the view that “ silent” coronary thrombosis 
is much commoner after operation than is generally sup- 
posed to be the case, the authors studied the electro- 
cardiograms (ECGs) taken as a routine in 496 surgical 
cases at New England Center Hospital, Boston. To 
ensure random selection the ECG was recorded in the 
first 3 patients to enter the operating theatre on Tuesday, 
Wednesday, and Thursday of each week, the tracings 
being taken before operation and again at 6, 24, and 72 
hours after operation. It was later found that the 24- 
hour tracing was adequate, with a further tracing if this 
was abnormal. 

Of the 496 patients, 12 had unequivocal ECG evidence 
of myocardial infarction after operation and all were 
over 50 years of age. There was no relationship between 
the incidence of infarction and the nature and duration 
of the operation or the type of anaesthesia. Spinal 
analgesia was given in 18-7°%% of the 496 cases. Only 
2 of the 12 patients had recognizable symptoms of 
coronary thrombosis. 

In the authors’ view the high incidence of myocardial 
infarction in patients over 50 suggests that it may be 
advisable to obtain an ECG as a routine after operation 
in all such cases or at least in those of known coron- 
ary heart disease or conditions frequently associated with 
significant atherosclerosis. G. S. Crockett 


663. Survival and Rehabilitation after Non-fatal Myo- 
cardial Infarction. (Uberlebensdauer und Rehabilitation 
nach iiberstandenem Myokardinfarkt) 

H. Zapre and A. Poppe. Deutsches Archiv fiir klinische 
Medizin (Dtsch. Arch. klin. Med.| 207, 19-45, 1961. 
7 figs., 26 refs. 


This report from the Municipal Hospital, Berlin- 
Neukdlin, reviews the subsequent fate of 586 survivors 
out of a total of 921 patients admitted with acute myo- 
cardial infarction during the years 1950-6. The initial 
mortality during the acute phase was 30-5°%% for men and 
49-3°%% for women. Treatment in hospital was for an 
average period of 2 months [but no information is given 
regarding the use of anticoagulants]. The period of 
follow-up ranged from 6 months to 9 years and only 17 
of the 586 survivors could not be traced. Of the 569 
who were traced, 429 were men, with an average age of 
59-7 years, and 140 women, average age 65-2 years. Of 
these patients, 371 were re-examined clinically, radio- 
logically, and electrocardiographically, while in the ‘re- 
maining cases written information was obtained from 
the family doctor, from hospital notes, or from necropsy 
reports. 

Mortality was greatest (15°%) during the first year after 
discharge from hospital, but later declined to a mean of 
less than 5°% per year after the first 2 post-infarction 
years. Factors noted during the acute stage which were 
connected with a poor prognosis were: heart failure, 
cardiac enlargement, extensive anterior infarction, and 


a 
h 
a 
t 
i 
t 


j 
¥ 
+ 
P 
_ 
4 
| 
4 


CARDIOVASCULAR SYSTEM 


age higher than average for the group. On the other 
hand normal size of the heart and absence of hyperten- 
sion or of preceding angina pectoris were associated with 
a lower mortality. The mortality was greater among 
women, presumably on account of their higher age at the 
time of the acute infarction. So-called rudimentary 
infarcts (with coronary T waves but no significant 
changes in the QRS complex) carried a better prognosis 
than did transmural infarcts. An average of 80°% of all 
deaths during the follow-up period were due to cardiac 
causes, this proportion falling from 87% after the first 
year to 58% after 3 years. 

The prospects of rehabilitation following acute infarc- 
tion were best in the group of 197 professional men aged 
up to 63 years, of whom 50% were able to resume their 
previous occupation, while of those who were self- 
employed an even higher percentage returned to work. 
Only 10°% of these patients, however, were entirely free 
of symptoms and the majority of those who complained 
of pain had typical angina on exertion. 

A. J. Karlish 


HEART FAILURE 


664. The Effects of Therapy on Pulmonary Mechanics 
in Human Pulmonary Edema 

J. T. SHarp, I. L. BUNNELL, G. T. Grirritu, and D. G. 
Greene. Journal of Clinical Investigation {J. clin. Invest.] 
40, 665-672, April, 1961. 6 figs., 21 refs. 


This communication from Buffalo General Hospital, 
Buffalo, New York, describes the changes in pulmonary 
compliance and in pulmonary resistance produced in 6 
patients with acute. pulmonary oedema by positive- 
pressure breathing and the intravenous administration of 
aminophylline (0-5 g.) and morphine (10 mg.). Positive- 
pressure breathing (3 cases) produced in all 3 a temporary 
marked increase in pulmonary compliance, but no essen- 
tial change in resistance. Aminophylline (3 cases) 
caused an increase in pulmonary compliance and a 
prompt decrease in resistance; morphine, however, had 
no significant effect on either measurement. 

It is suggested that aminophylline probably acts 
through (1) its effect on the bronchial musculature, (2) its 
selective effect on the myocardium resulting in improve- 
ment in efficiency of the left ventricle, and possibly also 
(3) by producing a selective dilatation of the pulmonary 
veins and venules. The fact that morphine had no 
demonstrable effect on lung compliance in these cases 
suggests that the drug, which is of proven therapeutic 
value in pulmonary oedema, must act by some mechan- 
ism other than a direct effect on the physical properties 
of the respiratory system. T. Semple 


665. Hemodynamic Studies in Acute Pulmonary Edema 


. J. K. Fintayson, M. N. Luria, C. A. STANFIELD, and 


P. N. Yu. Annals of Internal Medicine [Ann. intern. 
Med.) 54, 244-253, Feb., 1961. 5 figs., 13 refs. 


From the University of Rochester School of Medicine 
and Dentistry, Rochester, New York, the authors present 
a study of acute pulmonary oedema, manifested by 
breathlessness, cough, anxiety, tachycardia, and pul- 
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monary rales, which developed during routine cardiac 
catheterization in 5 patients, of whom 4 had mitral 
stenosis (one with systemic hypertension and one with 
aortic disease) and one aortic incompetence. Haemo- 
dynamic data were necessarily incomplete because of the 
patients’ distress and need for emergency treatment, but 
from an analysis of all available data a fairly complete 
assessment could be made. During pulmonary oedema 
there was a rise in pulmonary arterial pressure, pulmonary 
wedge pressure (above the approximate threshold for 
oedema, generally considered to be 35 mm. Hg), right 
ventricular end-diastolic pressure, and systemic arterial 
pressure. There was no significant change in cardiac 
index, but there was a rise in oxygen consumption and 
minute ventilation and a widening of the arterio-venous 
blood oxygen difference. Measurement in one patient 
showed a marked rise in pulmonary capillary blood 
volume. The precipitating causes appeared to be the 
maintenance of the supine position for prolonged periods, 
with redistribution of blood from the periphery to the 
lungs, and anxiety causing tachycardia with consequent 
decreased diastolic filling period. Treatment was applied 
promptly, 4 patients receiving intravenous hexa- 
methonium bromide (6-5 to 25 mg.) with dramatic success 
and one receiving morphine, oxygen, and vénous tourni- 
quets with less striking success. K. G. Lowe 


666. Fat-malabsorption in Congestive Cardiac Failure 
R. V. Jones. British Medical Journal {Brit. med. J.) 1, 
1276-1278, May 6, 1961. 17 refs. 


The loss of weight which often occurs in patients 
suffering from congestive cardiac failure is usually 
ascribed to anorexia. An investigation designed to 
determine whether loss of weight in these cases may be 
due to malabsorption is reported in this paper from St. 
Thomas’s Hospital, London. Of the 20 hospital in- 
patients taking part, 17 were in cardiac failure, as judged 
by the raised jugular venous pressure, during the investi- 
gation; in the remaining 3 the venous pressure had fallen 
to normal a short time (3 to 7 days) before the study 
began. The patients received a normal ward diet. An 
oral dose of 10 to 20 yc. of triolein labelled with radio- . 
active iodine (131]) in 10 g. of arachis oil was given, and 
the faecal output of radioactivity was measured daily 
for 3 to 6 days. A faecal output of !3!I-triolein of less 
than 3°% of the administered dose was regarded as nor- 
mal; an output of 3% to 7% was regarded as doubtful, 
and an output above 7°% was regarded as abnormal. 
During the same period the faeces were analysed daily 
for total lipids, more than 7 g. of faecal fat per day being 
regarded as indicating steatorrhoea. 

Fat malabsorption, as judged by chemical determina- 
tion of faecal fat, was present in 3 out of the 17 patients 
who were in congestive cardiac failure; the level of 
faecal radioactivity was abnormal in one of these 3, 
doubtful in one, and normal in one. In 2 more patients 
out of the 17 the level of faecal radioactivity was abnor- 
mal, but the results of chemical analysis were normal; it 
cannot be certain, therefore, that fat malabsorption was 
present in these 2 cases. It is suggested that the absence 
of confirmation by chemical analysis in such cases may 
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be explained in two ways: (1) anorexia may cause a low 
intake of fat which is insufficient to validate the deter- 
mination of daily faecal fat as a test of malabsorption; 
and (2) iodinated triolein may be absorbed differently 
from triolein itself. In the correlation between the tests 
it is generally considered that the triolein test tends to 
miss steatorrhoea rather than the reverse. It is justifi- 
able, therefore, to conclude that fat malabsorption was 
present in 3, possibly in 5, out of 17 patients with con- 
gestive heart failure. This incidence is much higher 
than that in the general population. 

No correlation was observed between malabsorption 
and the cause or chronicity of cardiac failure, loss of 
weight, or digitalis therapy. The serum bilirubin level 
was slightly raised in 3 of the patients with evidence of 
fat malabsorption. Joseph Parness 


667. Protein-losing Gastroenteropathy in Congestive 
Heart-failure 

J. D. Davipson, T. A. WALDMANN, DeW. S. GoopMAN, 
and R. S. Gorpon Jr. Lancet [Lancet] 1, 899-902, 
April 29, 1961. 21 refs. 


The problem of hypoproteinaemia in congestive car- 
diac failure as seen in 4 patients is discussed in this paper 
from the National Heart Institute, Bethesda, Maryland. 
Three of the patients, aged 56, 23, and 2 years respectively, 
had constrictive pericarditis, and the 4th, a 17-year-old 
negro youth, had an atrial septal defect. The serum 
albumin levels ranged from 1-5 to 2-5 g. per 100 ml. 
before operative treatment and the serum total protein 
values (stated in 2 cases) were 3-1 and 3-7 g. per 100 ml. 
Albumin turnover was estimated with 13!]-labelled albu- 
min in 2 cases and showed a low total body albumin 
content, with an increased rate of albumin synthesis. 
The permeability of the gastro-intestinal tract to macro- 
molecules was investigated in all 4 cases by means of 
131]-labelled polyvinylpyrrolidone; an increased permea- 
bility to plasma proteins was demonstrated in every case. 
There was no evidence in any of the patients of primary 
gastro-intestinal disease which might predispose to the 
loss of proteins. The protein loss was considerably 
reduced in all patients following operation. 

The two possible causes of the loss of protein con- 
sidered in these cases were filtration of fluid into the bowel 
wall resulting from an elevated venous pressure—a hypo- 
thesis which is tentatively discarded—and dilatation with 
stasis in the lymphatic vessels of the small bowel. The 
literature relating to hypoproteinaemia in congestive 
failure is briefly reviewed and the various implications 
of the finding discussed. ‘the authors conclude that the 
severe hypoproteinaemia in these 4 patients with conges- 
tive heart failure was due to intra-enteric loss of plasma 
proteins the mechanism of which could be shown to be 
the same as that found in the syndrome of “ protein- 
losing gastroenteropathy ”. Gerald Sandler 


668. Fluid and Electrolyte Distribution in Congestive 
Heart Failure. [Review Article] 

D. A. OcpeEN, N. Spritz, and A. L. Rupin. Progress in 
Cardiovascular Diseases (Progr. cardiov. Dis.| 3, 580-599, 
May, 1961. Bibliography. 
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669. Atherosclerosis: Results of a Pilot Survey in a 
North London Area 

K. R. Hit, F. E. Camps, K. Rica, and B. E. G. McKin- 
NEY. British Medical Journal (Brit. med. J.) 1, 1190- 
1193, April 29, 1961. 4 figs., 4 refs. 


A total of 382 aortas from a North London area were 
examined, both macroscopically and microscopically. 
Fatty deposits appeared to develop irreversibly as early 
as the first year of life, and increased in incidence as a 
lesion to involve almost every patient in the second 
decade. In the third decade, particularly in the second 
half, fibrous plaques made their appearance, and by the 
fourth decade the incidence of cases with either fatty or 
fibrous lesions was about equal. In the fifth decade, 
particularly in the second half, complicated lesions 
made their appearance, and did so increasingly, so that 
almost all patients had this lesion by the seventh decade. 

It is suggested that the pathogenesis of the disease is 
the deposition of fat within an intima of different reacting 
capabilities, which latter is associated with age. In the 
early age-groups there is no reaction, but in the third, 
fourth, and fifth decades there is a fibrous-tissue reaction 
to the fat, leading to sclerosis. The reaction in the sixth 
decade and later is one producing complications. 

It would seem that the disease, as found in North 
London, is similar to that found in other parts of the 
world from which studies have been reported, and, in 
particular, very much like that in New Orleans. It is 
suggested that further studies should be directed on the 
factors influencing the conversion of fatty streaks to 
fibrous plaques.—[Authors’ summary.] 


670. Effects of Sodium Chloride on Blood Cholesterol 
in Patients with Atherosclerosis. (Bnusanue xnopuctoro 
HaTpHA Ha YPOBeHb xoNecTepHHa KpoBH y OONbHEIX 
aTepocKeposom) 

T. A. ReSetnikova. Meduyuna [Klin. 
Med. (Mosk.)\ 42, 79-82, Jan., 1961. 2 figs., 6 refs. 


The author has treated two groups of atherosclerotic 
patients with sodium chloride as follows: (1) 25 with 
atherosclerosis and cardiac failure were given 20 ml. 
of a 10°%% sodium chloride solution intravenously while 
fasting, the blood cholesterol level being determined be- 
fore and 1, 2, and 3 hours after the infusion. In patients 
with an initially low blood cholesterol level this was 
raised; in those with hypercholesterolaemia initially the 
blood cholesterol level was reduced. Simultaneous de- 
termination of the haemoglobin values excluded the 
development of hydraemia. . 

The second group consisted of 37 patients with athero- 
sclerosis but no evidence of cardiac failure. These 
patients were given sodium chloride either intravenously 
as above or orally (15 g. daily for 10 days), the blood 
cholesterol level being again determined before and after 
treatment. In a few cases the treatment had to be dis- 
continued because of the development of oedema. Most 
of the patients showed no change in urinary output and 
no oedema, while in those who had suffered from head- 
aches refractory to analgesics these disappeared for about 
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a month, when another course of treatment was again 
successful. The effects on the blood cholesterol level 
were similar to those in Group 1, but even more marked. 
It appears therefore that changes in the mineral content 
of the blood evoke certain changes in blood lipids. This, 
it is suggested, is possibly mediated by cortical hormones, 
but there may be another mechanism. In the author’s 
view the problem of the advisability of increasing sodium 
chloride intake in patients with atherosclerosis calls for 
further studies. S. W. Waydenfeld 


671. The Nervous System and Atherosclerosis. (Heps- 
CHCTeMa H 

I. E. GANELINA and B. V. Iv’insky. Apxue 
[Arh. Patol.] 22, 5-13, No. 11, 1960. 4 figs., 19 refs. 


A study of 31 patients with diencephalic disturbances 
of viral or allergic aetiology, but without any symptoms 
or signs of organic cortical lesions, confirmed the authors’ 
belief that lipid metabolism is controlled by the central 
nervous system. Clear-cut lipid changes were observed 
in patients with diffuse involvement of the hypothalamic 
region, manifested by a rise in the blood cholesterol level 
and a fall in the phospholipid: cholesterol ratio. Further 
confirmation came from animal experiments; in these, 
5 dogs in which conflicting and “ traumatizing ’’ con- 
ditioned reflexes had been induced showed rises in the 
blood cholesterol level ranging from 20 to 30%. In 
another series of experiments on 15 rabbits which had 
been subjected to denervation of the liver and subse- 
quently fed cholesterol it was observed that the develop- 
ment of atherosclerosis was delayed, although the levels 
of cholesterol and other lipids in the blood were not 

significantly affected. A. Swan 


672. Some Data on the Changes in the Sympathetic— 
Adrenal System in Vascular Diseases. (Hexoropsie 
06 H3MCHCHHH 
CHCTEMBI COCyMHCTEIX 

F.N. Kazancev. Meduyuna [Klin. Med. 
(Mosk.)] 42, 64-71, Jan., 1961. 33 refs. 


The author has determined the concentration of 
adrenergic substances in the venous blood of 20 patients 
with vascular disorders and 21 healthy controls. The 
adrenergic fraction contained DOPA, epinine, and p-sine- 
phrine in addition to adrenaline and noradrenaline, but 
the amounts of the first three substances were negligible. 
The values obtained for the controls were as follows (all 
per 100 ml.): adrenaline 2:76+0-43 yg.; adrenergic 
substances 7-8+0-82 yg.; conjugated adrenaline 5-76+ 
0-33 pg.; conjugated adrenergens 11-4+0-33 
dehydro- forms of adrenaline 3-95+0-57 g.; and 
dehydro- forms of adrenergic substances 4-04+-0-69 yg. 
These values are stated to be practically identical with 
those reported by Rykunov. In 9 males aged 25 to 52 
years with endarteritis of 3 months’ to several years’ 
duration both free and conjugated forms of adrenergic 
substances were increased three- to fourfold. In 7 male 
patients aged 34 to 70 years with atherosclerotic disease 
of the vessels of the legs the concentrations of adrenaline 
and adrenergens were increased fourfold and twofold 
respectively. In another group of patients (2 males and 
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2 females aged from 27 to 69 years) the concentration of . 
free and conjugated adrenaline was greatly increased, 
but the rise of adrenomimetic substances was much 
less. 

The author suggests that this increase in the blood 
concentration of adrenergic substances in vascular 
diseases indicates extensive involvement of the sympa- 
thetic-adrenaline system. It is also suggested that 
some of the clinical manifestations of the disease in 
these cases may possibly be due to hyperfunction of this 
system. S. W. Waydenfeld 


HYPERTENSION 
673. A Hemodynamic Study of Hypertension, Including 


G. G. Rowe, C. A. CastiLto, G. M. MAXWELL, and 
C. W. Crumpton. Annals of Internal Medicine [Ann. 
intern. Med.| 54, 405-412, March, 1961. 10 refs. 


In this investigation reported from the University 
of Wisconsin Medical School, Madison, the authors 
studied 21 untreated hypertensive patients who were not 
decompensated. They measured cardiac output by 
the Fick principle with a catheter in the pulmonary 
artery and coronary blood flow by the nitrous oxide 
saturation method with the same or a second catheter 
in the coronary sinus. The hypertensive patients were 
compared with 30 normal subjects studied in the same 
laboratory. The hypertensive patients were divided into 
Group I (Smithwick Grades 1 and 2) containing 14 
patients and Group II (Smithwick Grades 3 and 4) 
containing 7. The mean cardiac index in Group I 
(3-9 1. per minute per square metre, S.D.-+-0-8) was the 
same as that in the control group (3-9 1. per min. per sq. 
m., §.D.+0-7) although their oxygen consumption per 
square metre was 9% higher. The cardiac index in 
Group II (2-7 1. per min. per sq. m., S.D.+0-3) was sig- 
nificantly (30-8°%) lower than in Group I or the control 
group. The coronary blood flow per 100 g. of left 
ventricular myocardium per minute did not differ signifi- 
cantly from the normal in either of the hypertensive 
groups. Because of the normal blood flow and the 
elevated blood pressure the calculated coronary vascular 
resistance was higher than normal in both the hyper- 
tensive groups. 

The present authors’ findings agree with those of earlier 
studies that show that the cardiac output is normal in 
patients with mild hypertension and that the elevation of 
pressure therefore correlates well with an increase in the 
total peripheral resistance. Their finding of a reduction 
in cardiac output in the patients with the most severe 
hypertension is also in agreement with other recent work. 
They speculate that left ventricular hypertrophy is 
directly attributable to an increase in cardiac work and 
that the quantity of work done per unit of left ventricular 
mass remains the same in mild hypertensive disease. 
Since the cardiac oxygen consumption per unit weight 
is not increased and left ventricular work is increased, 
they consider that cardiac efficiency is maintained in 
Group-I patients. In Group-II patients with reduced 
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cardiac output they conclude that cardiac efficiency is 
reduced. 

[Conclusions about “cardiac efficiency”, as the 
authors themselves admit, must be treated with reserve 
because myocardial mass was not measured and present 
methods of calculating cardiac work in terms of mean 
pressures and flows are at best approximations. ] 

C. T. Dollery 


674. Statistical Observations on the Frequency of 
Coronary Lesions in Hypertension. (Rilievi statistici sulla 
frequenza delle lesioni coronariche negli ipertesi) 

M. ABRATE and R. LALLONI. Minerva medica [Minerva 
med. (Torino) 52, 1032-1034, March 21, 1961. 16 refs. 


This report from the Ospedale Maggiore, Turin, is 
based on a study of 400 hypertensive patients (with or 
without manifestations of atherosclerosis) selected from 
a total of 2,475 medical patients discharged during a 
period of 3 years. Of the 400 patients, 200 were men, 
forming 13% of 1,525 discharged, while the 200 women 
formed 22°% of 950 discharged. The average age was 
64 for the men and 66 for the women; the average level 
of blood pressure was 190/100 mm. Hg in the men and 
205/115 mm. Hg in the women. The control group 
consisted of 2,000 normotensive hospital patients. 

Among the 400 patients with hypertension 30 cases 
(7-5°%%) of acute or recent myocardial infarction were 
found, 12 in men and 18 in women. In contrast, the 
incidence of myocardial infarction among the 2,000 
normotensive patients was 1-6°% (2-2°%% in men and 0-5°% 
in women). In the patients with uncomplicated hyper- 
tension most of the coronary lesions were anterolateral, 
whereas in those with added atherosclerosis posterior or 
widespread lesions were more numerous. The mortality 
of myocardial infarction was 35°% among the normo- 
tensives and only 13-3°% among the hypertensives, but 
when this surprising figure of 13-3°% is analysed accord- 
ing to sex it transpires that the relative benignity of myo- 
cardial infarction in hypertensives is confined mainly to 
women, the mortality among men being equal to that in 
normotensives. 

The authors conclude that hypertension is an important 
factor in the causation of coronary disease. 

A. J. Karlish 


675. Changes in the Serum Lipids in Essential Hyper- 
tension. (Sulle alterazioni lipidiche del siero in corso di 
ipertensione arteriosa essenziale) 

P. AvoGaro, G. CrEPALDI, and N. Conte. Minerva 
medica [Minerva med. (Torino)} 52, 1016-1019, March 21, 
1961. 1 fig., 28 refs. 


While it is generally agreed that disturbances of the 
serum lipid levels are a constant feature in athero- 
sclerosis, there are conflicting reports with regard to 
hypertension. In this paper from the University of 
Padua the authors report their findings in a series of 40 
hypertensive patients compared with 50 control subjects. 
The 40 patients were divided in two groups: (1) 20 cases 
of benign hypertension without complications and only 
lesser changes in the fundi (Pickering Types I and II); 
and (2) 20 cases of severe hypertension with fundal 
changes (Pickering Type III). The sexes were equally 


represented and the average ages were 53 in Group | and 
56 in Group 2; average age of the controls was 48. 

In Group 1 the only significant differences from the 
control group were found in the serum free cholesterol 
level and in the cholesterol:phospholipid ratio. In 
Group 2, however, the differences were more numerous 
and of a higher degree, affecting the serum total and free 
cholesterol levels, the cholesterol: phospholipid ratio, the 
serum triglyceride level, and the esterified choles- 
terol: total cholesterol ratio. 

These findings are similar to those found in athero- 
sclerosis and lend weight to the authors’ view that hyper- 
tension and atherosclerosis are different aspects of the 
same disease. A. J. Karlish 


676. The Effect of Guanethidine on Arterial Hyperten- 
sion and on Renal Function. (Le influenze della guane- 
tidina sull’ ipertensione arteriosa e sulla funzionalita 
renale) 

C. Borponi, A. CARBONARA, and G. MIGLIAU. Clinica 
terapeutica [Clin. ter.] 20, 392-405, April, 1961. 1 fig., 
bibliography. 


This report from the Istituto di Semeiotica Medica, 
University of Rome, describes the results of a trial of 
guanethidine in 48 hypertensive patients, 34 with essential 
and 14 with renal hypertension. Laboratory studies 
before and after treatment carried out on 14 patients 
included determination of serum electrolyte levels, 
glomerular filtration rate, maximum tubular excretory 
capacity, and renal plasma flow. The initial dosage of 
guanethidine given orally was 20 mg. daily, gradually 
raised to an average of 40 to 60 mg., with a maximum 
of 100 mg. per day. 

A good hypotensive response was obtained in 38 (80°) 
of the cases; in the other 10 patients, all of whom had 
renal hypertension, there was no benefit. The full 
effect was not usually obtained until 10 to 15 days from 
the start of treatment, when the dosage could be reduced. 
Orthostatic disturbances were few and never severe, but 
diarrhoea developed in 9 of the patients and a few 
developed bradycardia. In 2 cases, both in renal hyper- 
tensive patients, there was significant reduction in renal 
plasma flow with an increase in the blood urea level. 
The authors conclude that guanethidine has a hypoten- 
sive effect similar to that of ganglion-blocking agents, 
but that this is more gradual in onset and does not cause 
renal damage. A. J. Karlish 


677. Antihypertensive Action of Cystamine (Hexamine). 
(O6 aHTHrHnepTeHSHBHOM WHCTaMHHa) 

V. I. Kuznecov, M. S. KuSakovskuy, and M. I. MIHASEv. 
Kaunuyecxan Meduyuna [Klin. Med. (Mosk.)] 42, 71- 
76, Jan., 1961. 15 refs. 


The hypotensive effects of a number of mercapto- 
amines have been investigated in recent years, but many 
problems in the use of these drugs still remain to be 
solved. In the present study ‘‘ cystamine ” (hexamine) 
was first given in a single daily dose of 600 mg. 14 to 2 
hours after breakfast to 6 male and 5 healthy female 
subjects aged 20 to 50 years. No effect on normal blood 
pressure was noted and no untoward side-effects occurred. 
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Next, 35 patients with hypertensive heart disease were 
treated with the drug, either continuously (in a dosage of 
200 to 600 mg. daily) or by means of single doses given 
only during crises. They formed two groups: (1) 28 
with hypertension in Stage I or II and no evidence of 
circulatory or renal failure, and (2) 7 patients with Stage- 
III disease and a diastolic pressure persistently raised to 
between 140 and 160 mm. Hg. Blood pressure and 
oscillographic readings were taken 30, 60, 120, and 150 
minutes after ingestion of the drug. In all 28 patients 
in Group | the systolic and diastolic blood pressures and 
the pulse pressure were substantially reduced, the velocity 
of spread of pulse wave along the arteries of the elastic 
type was also reduced, the stroke and minute volume 
were increased, and the eardiac apical rate remained 
unchanged; there was also some reduction in peripheral 
arterial resistance. No reduction in the blood Pressure 
was observed in patients in Group a 

Cystamine is preferably given in two courses lasting 
10 to 15 days and separated by a 10-day interval, the 
dosage being 200 mg. 3 times a day after meals and as a 
single oral dose of 600 mg. in hypertensive crisis. This 
method of administration leads to a gradual reduction of 
blood pressure and clinical improvement in patients simi- 
lar to those in Group 1. No side-effects were observed. 
The drug can also be successfully combined with reser- 
pine, a high-potassium diet, or “‘ dibazol” (2-benzyl- 
benzimidazole hydrochloride). S. W. Waydenfeld 


678. Angiotensin, Aldosterone and Human Arterial 


Hypertension 
J. Genest. Canadian Medical Association Journal 
[Canad. med. Ass. J.] 84, 403-419, Feb. 25,1961. 17 figs., 
bibliography. 

The author summarizes his research work on hormonal 
aspects of hypertension carried out over the past 12 years 
at the Hdtel-Dieu Hospital, Montreal. At the begin- 
ning of this work methods of estimating urinary excretion 
of steroids were crude, but after 1952 aldosterone excre- 
tion was studied by bioassay techniques and in 1956 it 
was shown that on the average hypertensive patients 
excreted more aldosterone than healthy subjects. Sub- 
sequently bioassay methods were discarded in favour of 
physicochemical methods and a twofold increase in 
mean urinary excretion of aldosterone was found in 
patients with essential, renal, and malignant hyperten- 
sion compared with healthy controls. The hypertensive 
patients also showed marked variation in the daily 
excretion of aldosterone. More extensive studies pub- 
lished in 1960 revealed a twofold to fourfold increase in 
urinary aldosterone excretion in hypertensives compared 
with controls and confirmed the excessive fluctuation in 
daily excretion by the former. In all the hypertensive 
groups there was decreased excretion of pregnanetriol 
(derived mainly from progesterone after 17-hydroxyla- 
tion) compared with healthy subjects, but other steroids, 
such as cortisol and cortisone and their tetrahydro deriva- 
tives, were excreted in normal amounts. 

Infusions of angiotensin were given to patients with 
essential hypertension and to healthy controls so as to 
raise the diastolic pressure by 18 to 30 mm. Hg for some 


hours. Angiotensin infusion increased urinary excretion 
of aldosterone twofold to elevenfold in the healthy sub- 
jects and to a similar extent in the hypertensive patients. 
In the former there was a fall in the urine volume, in 
sodium and potassium excretion, and in the urinary 
sodium : potassium ratio with inconstant fall in glomerular 
filtration rate, whereas in the hypertensive patients there 
was increased excretion of sodium and potassium with 
a rise in the urinary sodium:potassium ratio. This 
difference in the response to angiotensin, however, 
remains unexplained. 

The author suggests that early benign hypertension is 
initially a discontinuous process and that “it is pro- 
foundly influenced by disturbances in sodium, aldo- 
sterone, and progesterone regulation or metabolism, and 
that these disturbances are probably closely linked with 
liberation of angiotensin by the kidney ”’. 

K. G. Lowe 


679. A Double-blind Study of the Treatment of Hyper- 
tension 

R. F. Grenrect, A. H. Briccs, and W. C. HOoLLANpb. 
Journal of the American Medical Association [J. Amer. 
med Ass.| 176, 124-128, April 15, 1961. 4 figs., 7 
refs. 


Double-blind studies of various antihypertensive agents 
and a placebo given parenterally and by mouth were 
carried out on patients attending the out-patient clinic of 
the University of Mississippi Medical Center, Jackson. 
** Hydergine ” (a mixture of the methanesulphonates of 
dihydroergocornine, dihydroergocristine, and dihydro- 
ergocryptine) was given intramuscularly in decreasing 
dosage (from 3 injections a week to one injection every 
2 weeks) to 41 patients with uncomplicated essential 
hypertension, 33 similar patients receiving physiological 
saline. The period of observation ranged from 6 to 143 
weeks. A decrease in the systolic blood pressure was 
noted in both groups, up to the 47th week in patients 
receiving hydergine and up to the 59th in those given the 
placebo; this was followed by a gradual rise to the pre- 
treatment values.. The diastolic pressure remained 
lowered in both groups during the whole period of the 
study. 

A further 60 hypertensive patients were given treat- 
ment by mouth for 12 weeks, each of the following 
medicaments being given to 12 patients: (1) a placebo, 
(2) a mixture of hydrogenated alkaloids of ergot, (3) 5 
mg. of dihydroergocornine methanesulphonate 3 times 
daily, (4) 0-25 mg. of reserpine twice daily, and (5) in- 
creasing dosage of “‘ miopressin ’’, each capsule of which 
contained 12:5 mg. of rauwolfia, 0-1 mg. of protovera- 
trine, and 2:5 mg. of phenoxybenzamine hydrochloride, 
to a daily maximum of 12 capsules. A significant fall 
in diastolic pressure was maintained in patients given 
miopressin, the somewhat variable fall in systolic pressure 
being of doubtful statistical significance. No significant 
differences were observed between the results obtained 
with the other drugs and the placebo after 12 weeks, and 
the authors comment on the fact that the placebo had a 
more profound and lasting effect on the blood pressure 
when given intrtenencnlatty than when given orally. 

H. F. Reichenfeld 
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680. The Prevalence of Anaemia in the Community: a 
Survey of a Random Sample of the Population 

G.S. Kucpatrick and R. M. Harpisty. British Medical 
Journal [Brit. med. J.| 1, 778-782, March 18, 1961. 4 
figs., 16 refs. 


The authors, at the Welsh National School of Medicine, 
Cardiff, have studied anaemia in the much-investigated 
Rhondda Fach mining community. A total of 779 sub- 
jects between the ages of 35 and 64 were selected at ran- 
dom from a population of 6,038 and of these, 723 were 
examined. Haemoglobin (colorimeter), packed cell 
volume, serum iron level, and mean corpuscular haemo- 
globin concentration (M.C.H.C.) were estimated. 

Miners tended to have a lower M.C.H.C. than non- 
miners, especially over 55 years of age, and increasing 
age in all groups was associated with a fall in M.C.H.C. 
Mean haemoglobin levels were 14-9 g. per 100 ml. for 
men and 13-3 g. per 100 ml. for 200 post-menopausal 
women. The incidence of anaemia rose from 2-2% to 
5-4°%% in male miners with age. In 18 cases of anaemia 
in men the causes were usually sinister and often related 
to past or present peptic disorders. Most of the 25 
women with anaemia had relatively innocuous causes, 
and responded better to iron by mouth than the men. 

[An interesting study.] Arnold Pines 


681. Recurrent Megaloblastic Anaemia in Children Due 
to a Specific Disturbance of Vitamin-B;2 Absorption. 
(Recidiverende megaloblastaire anemie bij kinderen ten 
gevolge van een specifieke resorptiestoornis van vitamine 

M. J. C. SCHRAAGEN. Maandschrift voor kindergenees- 
kunde |Maandschr. Kindergeneesk.| 29, 81-101, March, 
1961. 11 figs., 36 refs. 


At the Wilhelmina Children’s Hospital, Utrecht, re- 
current megaloblastic anaemia was observed in twins and 
in a 3rd child all under the age of 2 years, each also having 
persistent albuminuria (50 mg. per 100 ml.) without evi- 
dence of renal disease. All 3 patients responded to 
intramuscular injections of vitamin B;2, although one, 
investigated more fully, had not responded to the vita- 

- min administered orally, even when given with intrinsic 
factor. This child had steatorrhoea (fat absorption 70 
to 90°%) and poor glucose absorption. The steatorrhoea 
disappeared and the glucose tolerance test became nor- 
mal after parenteral treatment with vitamin B;>2 for 2 
months; initially the plasma vitamin B,2 level was low 
(25 ppg. per ml.). A Schilling test carried out when the 
blood picture was normal showed poor urinary excretion 
of the labelled vitamin, even when intrinsic factor was 
given; in any case the patient’s gastric juice showed 
adequate amounts of intrinsic factor. The author sug- 
gests that these results are due to a defect of the acceptor 
mechanism for vitamin B;2 and that this defect arises 
from an inborn error of metabolism. M. Lubran 


Clinical Haematology . 


682. Thalassaemia in Britain 

S. T. CALLENDER, B. J. MALLETT, and H. LEHMANN. 
British Journal of Haematology (Brit. J. Haemat.] 7, 1-8, 
Jan. [received March], 1961. 4 figs., 9 refs. 

Reviewing the few cases of thalassaemia in British-born 
subjects reported in the literature, with reference to a 
case of their own, Havard et al. (Brit. med. J., 1958, 1, 
304) concluded that “it seems probable that this dis- 
order is less rare in persons Of English stock than these 
scanty reports would suggest”. The present paper 
describes 3 patients admitted to the Radcliffe Infirmary, 
Oxford, for refractory anaemia who on investigation 
were found to have thalassaemia. Systematic study 
of the families of these patients revealed 25 similarly 
affected subjects, most of whom, however, were symptom- 
free and without obvious physical abnormality. None 
of these subjects was severely anaemic and even in 2 of 
the 3 propositi the mild anaemia was discovered almost 
fortuitously. In all cases the erythrocyte count was 
normal or increased and the cells obviously hypochromic, 
with a low mean corpuscular haemoglobin (M.C.H.) and 
a normal mean corpuscular haemoglobin concentration 
(M.C.H.C.). In all cases also target cells were seen in 
the blood films and leptocytosis was reflected in increased 
erythrocyte osmotic fragility. The plasma iron level was 
usually normal or raised, with a high plasma turnover 
rate and relatively poor utilization of iron. In all the 
subjects except one with a borderline result the A>2 
fraction of normal adult haemoglobin accounted for 
more than 2-9°%% of the total haemoglobin. Of the three 
families, the pedigrees of which are presented, only one 
was found on inquiry to have a Mediterranean (Spanish) 
ancestor, and that three generations back. 

A. G. Baikie 


HAEMORRHAGIC DISEASES 


683. The Management of Thrombocytopenic States 
with Particular Reference to Platelet Thromboplastic Func- 


tion. I. Idiopathic and Secondary Thrombocytopenic 


Purpura 
J. A. BONNIN. British Journal of Haematology (Brit. J. 
Haemat.] 7, 250-260, April, 1961. 2 figs., 11 refs. 


This article from the Institute of Medical and Veterin- 
ary Science, Adelaide, S. Australia, deals with the appli- 
cation of the author’s platelet thromboplastic function 
(P.T.F.) test (Bonnin, Aust. Ann. Med., 1957, 6, 196; 
Abstr. Wild Med., 1958, 23, 358) to the management of 
24 patients with thrombocytopenic states in which an 
increased or normal number of megakaryocytes was 
present in the bone marrow. The majority (14) of the 
patients were suffering from idiopathic thrombocytopenic 
purpura and the remainder from a variety of conditions 
including multiple myeloma, rubella, and myelosclerosis. 
The P.T.F. test gives a qualitative measure of platelet 
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function by using a standard number of the patient’s 
platelets in a thromboplastin generation test and com- 


_ paring their thromboplastic activity with normal platelets 


by means of a calibration curve. The resulting figure, 
expressed as a percentage of normal, was found in the 
group of patients under study to relate closely to the 
haemorrhagic tendency of each subject, but bore little 
relation to the platelet count. 

The results of treatment with steroid hormones are 
given, and in each case, and in 7 patients treated by splen- 
ectomy who had failed to respond to steroids, the clinical 
response was paralleled by a rise in P.T.F. It is of inter- 
est that 4 patients responded to corticotrophin (ACTH) 
after failure of response to corticosteroids. A rise in the 
P.T.F. value to normal levels often occurred considerably 
before a rise in the platelet count, and in 3 cases studied 
it returned to normal within a few hours of clamping 
the splenic pedicle before splenectomy. 

The relation between the P.T.F. level and purpura, 
although obscure, may indicate either that normal plate- 
lets are necessary for the integrity of vascular endothelium 
or that platelets and vascular endothelium are damaged 
in parallel by a common autoantibody. The prime 
effect of corticosteroids may be to protect the mega- 
karyocytes from such an antibody and assist in the pro- 
duction of qualitatively normal platelets. 

A. Brown 


684. The Management of Thrombocytopenic States 
with Particular Reference to Platelet Thromboplastic Func- 
tion. II. Acute Leukaemia and Aplastic Anaemia 

J. A. BonNIN. British Journal of Haematology [Brit. J. 
Haemat.) 7, 261-270, April, 1961. 1 fig., 4 refs. 


This paper deals with the use of the platelet thrombo- 
plastic function (P.T.F.) test [see Abstract 683] in the 
control of bleeding associated with thrombocytopenia 
in acute leukaemia and aplastic anaemia. Of 26 adult 
or adolescent patients with leukaemia, all were thrombo- 
cytopenic, but 8 had no evidence of bleeding and the 
P.T.F. levels in these did not fall below 50%. Sixteen 
patients with haemorrhagic manifestations were treated 
with corticosteroids and corticotrophin (ACTH), and it 
was shown that ACTH was much superior to cortico- 
steroids in inducing improvement in the haemorrhagic 
state. In 6 out of 13 patients treated with ACTH there 
was a Satisfactory rise in the P.T.F. value with cessation 
of bleeding, while no patient treated with corticosteroids 
showed any response. In only 2 cases did the P.T.F. 
level not parallel the haemorrhagic tendency and in 
these severe deficiencies of fibrinogen and Factor V were 
the major causes of bleeding. Of 11 patients with aplastic 
anaemia, 2 had thrombocytopenia with qualitatively nor- 
mal platelets as judged by normal P.T.F. levels, a nega- 
tive tourniquet test, and an absence of haemorrhagic 
manifestations. Six patients with haemorrhage did not 
respond to corticosteroids or ACTH and 3 responded 
temporarily, but eventually died of haemorrhage. 

The response of thrombocytopenia associated with 
leukaemia and aplastic anaemia was thus much less satis- 
factory than in the megakaryocytic group reported in the 
previous paper, but the P.T.F. level was shown to be a 
useful parameter of the effectiveness of therapy. As in 


the megakaryocytic group, qualitative defects in the 
platelets as measured by the P.T.F. test are more im- 
portant in the production of bleeding than the numerical 
value of the platelet count. A. Brown 


NEOPLASTIC DISEASES 


685. ‘‘ Primary ’’ Systemic Amyloidosis and Myeloma: 
Discussion of Relationship and Review of 81 Cases 

R.A. KyteandE.D.Bayrp. Archives of Internal Medi- 
cine [Arch. intern. Med.| 107, 344-353, March, 1961. 
2 figs., 46 refs. 


This study is based on the investigation of 81 patients 
with “‘ primary ”’ systemic amyloidosis seen at the Mayo 
Clinic between January 1, 1935, and November 11, 1959. 
(The 30 cases of ‘* secondary ” amyloidosis and 72 cases 
of the localized form which were also diagnosed during 
this period are not considered in this paper.) The pri- 
mary group consisted of 53 men and 28 women, only 5 
of whom were under 40. Presenting symptoms were 
usually weakness, oedema of the ankles, and purpura, 
while loss of weight, macroglossia, and paraesthesiae of 
the hands were also frequently present. 

On physical examination hepatomegaly was found in 
only one-third of the patients and the spleen was palpable 
in only 9 (11%). Congestive cardiac failure had been 
present at some stage of the disease in 23 (28°) of the 
patients. Proteinuria was found in 70 out of 77 cases 
(91%) and was severe in 47. Bence Jones protein was 


_ detected in 17 of 58 patients (29%), 12 of these 17 being 


among the 25 patients with amyloidosis in whom mye- 
loma was also recognized. The (Westergren) sedimen- 
tation rate was greater than 50 mm. in one hour in about 
half of the patients, and the blood urea level was fre- 
quently raised. Electrophoresis of the serum proteins 
performed in 25 cases revealed homogeneous peaks diag- 
nostic of myeloma protein in 7, hypogammaglobu- — 
linaemia in 10, and abnormal y-globulin patterns in 7 
others, this pattern being normal in only one. Radio- 
logical abnormalities were found in 12 patients, of whom 
2 showed pathological fractures and 2 out of 4 with 
osteolytic lesions had obvious myeloma (a specimen of 
the bone marrow was not available in the other 2 with 
osteolytic lesions). A diagnosis of myeloma was made 
in 7 of these 12 patients. Of 44 patients from whom 
bone marrow was obtained, a diagnosis of myeloma was 
made in 23. The diagnosis of amyloidosis was made by 
microscopy in 75 of the 81 patients; in the other 6 cases 
the bone marrow showed minor deviations from normal 
and in these the diagnosis was made on the clinical and 
other typical laboratory findings. 

In a brief discussion of these results the authors state 
their opinion that myeloma and “* primary amyloidosis ” 
can be distinguished at present only by the negative ob- 
servation of a lack of a sufficiently characteristic bone- 
marrow picture to satisfy the observer’s criteria for a 
diagnosis of myeloma. They conclude that if these two 
diseases are indeed separate entities they will have to be 
distinguished by tests more discriminating than those at 
present available. A. W. H. Foxell 
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686. Controversial Points Concerning the Nature of 
Osteo- and Myelosclerotic Leucosis. (Cnopxsie Bompo- 
cht O06 ocTeo- H 
meHKo3e) 

I. A. Kassirsku. Temamoaoeuu u ITepe- 
Kpoeu (Probl. Gemat.| 6, 3-11, March, 1961. 
23 refs. 

After a short historical review of myelofibrosis the 
author, who is Professor of Therapy at the Central Post- 
graduate Institute, Moscow, discusses at length the 
inadequacy of the point of view which regards extra- 
medullary haematopoiesis in this condition as a com- 
pensatory or vicarious process. The following are the 
principal arguments. (a) In Paget’s disease, von 
Recklinghausen’s disease of bone, osteopetrosis, and 
aplastic anaemia there is no significant degree of extra- 
medullary haematopoiesis. (6) The total volume of 
haematopoietic tissue in myelofibrosis is usually increased 
and not reduced. (c) There are published reports of 
cases of myelofibrosis without heterotopic metaplasia of 
the haematopoietic tissue, and the author has himself 
observed 2 cases in which the spleen and liver became 
clinically enlarged only in the tenth year of illness. 
(d) There is no correlation between the degree and extent 
of fibrosis or sclerosis of the bone marrow and that of 
extramedullary haematopoiesis [see Abstract 687 below]. 
(e) The presence of megakaryocytosis in the marrow and 
thrombocythaemia in the great majority of cases is a 
finding strongly in favour of the myeloproliferative nature 
of the disease. (f/) Haemorrhagic thrombocythaemia 
is a not infrequent complication of splenectomy errone- 
ously performed in cases of myelofibrosis. [The stress 
here is on the word “ haemorrhagic”, for non-haemor- 
rhagic thrombocythaemia is, of course, to be expected 
after splenectomy.] 

Having thus [convincingly] defended the myelopro- 
liferative theory of myelofibrosis, the author proceeds to 
the more controversial part of his thesis, maintaining 
that myelofibrosis should be regarded not only as a 
member of the myeloproliferative group of diseases, but 
also as a form of leukaemia. In support of this point 
of view he quotes arguments (e) and ( /) above, as well 
as the common finding of a high basophil count in both 
myelofibrosis and chronic myeloid leukaemia. More- 
over, he points to the well-known fact that a proportion 
of patients in the later stages of the disease present the 


‘picture either of subleukaemic or frankly leukaemic 


myeloid leukaemia or of erythromyelosis. Myelofibrosis 
is, according to the author, just a form of subleukaemic 
chronic myeloid leukaemia with a relatively benign and 
prolonged course. [He does not discuss the significance 
of the difference in the alkaline-phosphatase content of 
the granulocytes in myelofibrosis and chronic myeloid 
leukaemia.] 

[The author of this stimulating and somewhat contro- 
versial paper states that he has seen more than 100 cases 
of myelofibrosis and myelosclerosis during the past 4 
years. His opinion is therefore of great value, irrespec- 
tive of whether or not one accepts it in its entirety. The 
paper is followed by two others by his associates, the 
three together forming a short symposium on myelo- 
fibrosis. ] A. Swan 
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687. On the Cytological Characteristics of the Systemic 
Myeloproliferation in Osteo- and Myelosclerosis. (K 
XapaKTepHCTHKe CHCTEMHOH 

K. A. Hasanova. /7podaeme Temamoaoeuu u I[Tepe- 
aueaHuan Kpoeu [Probl. Gemat.] 6, 12-18, March, 1961. 
34 refs. 


The second paper in this series [see Abstract 686] is a 
report of the histological findings in 21 patients (14 
women and 7 men) with osteo- and myelosclerosis of 4 
to 30 years’ duration. Trephine biopsy of the iliac crest 
was performed in all cases, splenic puncture in 17, and 
needle biopsy of the liver in 5. The degree of myeloid 
metaplasia and extramedullary erythropoiesis in the 
spleen was compared with the degree of myelosclerosis 
in the biopsy specimen and the conclusion reached that 
there was no demonstrable relation between the two. 
This, in the author’s opinion, is an argument against 
the extramedullary haematopoiesis in this condition 
being of a compensatory nature, in which case one would 
expect a direct proportionality between it and the degree 
of fibrosis in the marrow. 

[Since a single trephine biopsy cannot be regarded as 
necessarily representative of the state of the bone marrow 
throughout the body, the results of the above work are by 
no means conclusive.] A. Swan 


688. Diagnosis and Differential Diagnosis of Osteo- 
and Myelosclerotic Leucosis. u 
PCHUMaNbHaA MMarHOCTHKa OCTeO- H 
THYeCKOrO 
D. L. GrinSpun. podaemu Temamoaoeuu u ITepe- 
ausanua Kposu (Probl. Gemat.] 6, 18-22, March, 1961. 
5 refs. 


Out of a series of 37 cases of osteo- and myelosclerosis 
observed by the author splenomegaly was present in 33 
and hepato- and splenomegaly in 24. In one case there 
was an enlarged liver, but the spleen was not palpable. 
The peripheral blood picture was variable, but the most 
common finding was of a “ subleukaemic ” granulocytic 
picture. In the later stages the blood picture resembled 
that of. leukaemia. Anaemia was characteristic and was 
especially marked during the so-called “* anaemic crises ”’. 
Thrombocythaemia was very common and in a few cases 
was for some time the only abnormal finding. In some 
cases fragments of megakaryocytes were found in the 
peripheral blood. Bone-marrow biopsy usually con- 
firmed the diagnosis, but trephining was particularly 
valuable here. Radiology was of less diagnostic value— 
according to Novikova x-ray changes are observed in 
only 30°% of cases. 

The differential diagnosis includes chronic myeloid 
leukaemia, hypoplastic anaemia, Banti’s syndrome, and 
thrombosis of the splenic vein. A. Swan 


689. Acute Myeloid Leukaemia in Adolescents 
J. A. H. Lee. British Medical Journal [Brit. med. J.] 1, 
988-992, April 8, 1961. 6 figs., 11 refs. 


On the basis of figures for deaths from leukaemia ob- 
tained from official sources in England and Wales, Scot- 
land, Canada, and the U.S.A. the author discusses the 
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phenomenon of the transient rise in incidence which 
occurs at about 13 years of age and reaches a peak at 17 
years; this rise has been apparent since at least 1911. Al- 
though the adolescent peak is most marked in males, there 
is also a similar but smaller increase in females. In 
England and Wales the total number of these deaths is 
only about 10 per year, and most of them are due to a 
particularly acute form of myeloblastic leukaemia. The 
author comments on an observed increase in hospital 
admissions for acute infections of the lower respiratory 
tract in the same age group and notes that the incidence 
of malignant disease of bone at the same time of life is 
also high. He concludes that there is some factor specifi- 
cally affecting adolescents which produces a substantial 
increase in the death rate from a particular form of 
leukaemia, but adds that there is no reason to associate 
this factor with any of the known causes of leukaemia in 
these adolescent cases. R. B. Thompson 


690. A Colchicine Derivative in Therapy of Chronic 
Myelocytic Leukemia 

E. M. LessMANN and J. E. Soxkat. Journal of the 
American Medical Association [J. Amer. med. Ass.] 175, 
741-750, March 4, 1961. 6 figs., 17 refs. 


The authors report the results of treating 25 patients 
suffering from myelocytic leukaemia or related diseases 
with desacetylmethylcolchicine colcemide ”’, deme- 
colcin”’). This drug, which is given orally, exerts a 
rapid and highly selective depressant effect on the neutro- 
phil leucocytes. It produces no gastro-intestinal symp- 
toms, but various toxic effects including granulocyto- 
penia, alopecia, and inhibition of spermatogenesis have 
been observed. 

All of 14 patients with chronic myelocytic leukaemia 
responded with a reduction in the leucocyte count and 
a reduction in number or disappearance of immature 
cells from the peripheral blood, these effects being also 
usually accompanied by a regression of splenomegaly 
and hepatomegaly, a rise in the haemoglobin level, and 
subjective improvement. The daily dosage required to 
achieve an adequate response varied from 3 to 15 mg., 
but for each patient the therapeutic margin was narrow. 
Some toxic effects, chiefly leucopenia but also in some 
cases thrombocytopenia and a decrease in the haemo- 
globin level, were produced in the majority of patients, 
but recovery therefrom was rapid. Adequate responses 
usually occurred within 2 weeks, but relapses rapidly 
occurred if continuous maintenance therapy was not 
instituted. No difference in response was observed be- 
tween those patients who had been treated previously 
with other modalities and those who had had no previous 
therapy. Except when toxicity was produced, platelet 
counts were not appreciably altered and follow-up 
examinations in 11 patients revealed normal or almost 


normal bone-marrow cellularity and a return to normal ' 


of the raised myeloid :erythroid ratio. 

Beneficial effects from the drug were also observed in 
one patient with subacute myeloblastic leukaemia and 
in 5 out of 6 patients in the terminal blastic stage of 
chronic myelocytic leukaemia; in the latter, however, the 
improvement was transient in 3 patients and the other 2 


developed toxic manifestations. There was also reduc- 
tion in spleen size and subjective improvement in 3 
patients with agnogenic myeloid metaplasia, but only a 
partial effect occurred in a case of mycosis fungoides 
and none in a case of mast-cell disease. It is concluded 
that desacetylmethylcolchicine appears to exert a more 
rapid effect in chronic myelocytic leukaemia than other 
therapeutic agents in general use, but its short duration 
of action calls for continuous maintenance therapy and 
the difficulty of regulating the dosage because of its nar- 
row therapeutic margin necessitates close supervision 
throughout. A. Ackroyd 


691. Tuberculosis and Leucosis. (Ty6epxynes u 

A. E. Rasunin, I. A. Kassirsku, A. G. LAMBINA, and 
K. M. Poizix. Tepaneemuryeckui Apxue [Ter. Arh.]} 
33, 12-21, March, 1961. 4 figs., 12 refs. 


The relationship between leucosis and other diseases, 
especially tuberculosis, is debatable. Soboleva reported 
in 1956 that out of 352 patients with leucosis, 39 also had 
tuberculosis of the lungs, but in only 22 of these was the 
disease active. Working at the Semashko Central 
Clinical Hospital of the Ministry of Communications, the 
present authors found that of 240 patients who died of 
tuberculosis between 1951 and 1960, 5-4°% showed evi- 
dence of various forms of leucosis; and of 143 who died 
of leucosis during the same period, 9°% showed post- 
mortem signs of active tuberculosis in lungs, lymph 
nodes, or other organs. 

Since these figures were much higher than those 
obtained from the tuberculosis dispensaries and poli- 
clinics of Moscow as a whole, the authors undertook a 
careful review of the clinical and morphological material 
relating to the above statistics, 29 patients (19 male 
and 10 female) who presented a combination of active 
tuberculosis and one or other form of leucosis being 
investigated. Of these patients, 4 were under 20 years of 
age, 16 were aged from 21 to 49 years, and 9 were over 
50, while 8 had chronic myelosis, 10 chronic lympho- 
leucosis, and 11 acute leucosis, 2 having the cytopenic 
form and one erythromyelosis. In 10 cases pulmonary 
tuberculosis preceded the leucosis, in 7 it developed some 
time after the leucosis, while in 6 the two diseases ap- 
peared simultaneously; in the remaining 6 patients who 
died of leucosis the tuberculosis was revealed only at 
necropsy. 

It was found that secondary tuberculosis was more 
frequently associated with chronic leucosis and primary 
tuberculosis with acute leucosis. In the chronic form 
the tuberculosis usually ran an undulating course, in 
some cases with prolonged remissions, but in acute leu- 
cosis it ran a very rapid course. The authors conclude 
that tuberculosis plays no part in the pathogenesis of 
leucosis, but the two diseases can co-exist and the pre- 
sence of leucosis leads to a severe disturbance of the 
immunological reactions of the patient. It is postu- 
lated that active antituberculous treatment may lead to 
abatement of the signs of leucosis, with the appearance 
of monomorphic haemocytoblastic hyperplasia. 

L. Firman-Edwards 
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692. Clinical Features of Intralobar Sequestration of 


Lung 

A. W. T. Eape and T. B. Stretton. British Medical 
Journal [Brit. med. J.) 1, 774-778, March 18, 1961. 4 
figs., 17 refs. 


The authors describe 10 cases of intralobar sequestra- 
tion of the lung met with at the Connaught Hospital 
(Army Chest Centre), Hindhead, Surrey. The patients’ 
ages when the first symptoms occurred ranged from 5 
to 41 years. One had recurrent pneumonia and em- 
pyema, 2 had had chronic cough for several years, one 
had pneumonia, and one pleurisy; 4 had only recent 
cough, purulent sputum, and haemoptysis, and one was 
symptomless. In 8 cases the sequestration was on the 
right and in 2 on the left side (the reverse of previous 
reports). 

The radiographs showed usually solid masses, with 
cystic spaces and fluid levels in 6 cases, in the postero- 
medial part of the lower lobe, sometimes changing 
rapidly in size and appearance. On bronchography a 
communication was apparent in 3 cases, but this was 
demonstrable in only 2 cases on dissection of the speci- 
men. Resection of the lung was performed in all cases 
except one. The aberrant artery arose from the thoracic 
aorta in 6 cases and from the abdominal aorta in 2, and 
in one case there were branches from both. 

The authors consider that resection offers a complete 
and permanent cure, but the recurrence of infection 
rather than the presence of the abnormality should, they 
suggest, be regarded as the indication for operation. 

Arnold Pines 


693. The Effect of Intramuscular Trypsin in Acute 
Bacterial Pneumonia 

K. M. Moser and G. C. Haysar. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 241, 423-435, 
April, 1961. 26 refs. 


Much has been written in recent years on the beneficial 
effects of trypsin, chymotrypsin, and streptokinase in the 
treatment of acute inflammatory disorders in man. 
Since few of the reported studies appeared to be ade- 
quately controlled, the authors of this paper from George- 
town University, Washington, D.C., carried out a 
double-blind trial of trypsin in 102 patients with un- 
doubted bacterial pneumonia, some of the patients 
receiving trypsin intramuscularly together with an anti- 
biotic and others an antibiotic only. The two groups 
were compared in respect of the duration of fever, leuco- 
cytosis, and stay in hospital and the time required for 
radiological clearing. No significant difference was 
observed between the patients who received trypsin and 
those who did not. In the authors’ view there is no 
evidence that trypsin intramuscularly has any beneficial 
effect in acute bacterial pneumonia and it cannot be 
recommended “as adjunctive therapy” in this con- 
dition. Paul B. Woolley 


694. Is Serious Pulmonary Disease Caused by Non- 
photochromogenic (‘‘ Atypical ’’) Acid-fast Mycobacteria 
Communicable? 

H. E. Crow, R. F. Corre, and C. E. Smitu. Diseases of 
the Chest (Dis. Chest] 39, 372-381, April, 1961. 3 figs. 


Having observed that non-photochromogenic (atypical) 
acid-fast mycobacteria are sometimes pathogenic and are 
resistant to isoniazid and likely to be partially resistant 
to streptomycin, the authors, at Battey State Hospital, 
Rome, Georgia, studied the epidemiology of pulmonary 
disease due to these organisms. For this purpose the 
contacts of those patients in the hospital with demon- 
strable pulmonary lesions associated with atypical myco- 
bacteria were tuberculin tested. When standard purified 
protein derivative (P.P.D.) was used for the tests the 
incidence of positive reactors among spouses and other 
household contacts was low. When, however, testing 
was carried out with P.P.D. prepared from cultures of 
non-photochromogenic acid-fast mycobacteria the num- 
ber of positive reactors doubled. In a group of 140 
non-contacts (88 white subjects and 52 negroes) the inci- 
dence of positive reactors was twice as high among the 
negroes as among the white subjects. 

It is concluded that the organisms may be virulent only 
under certain predisposing conditions. 

J. Robertson Sinton 


695. The Effect of Corticosteroid Treatment on Pul- 
monary Function in Sarcoidosis 

H. Smecure, G. H. AprHorp, and R. MARSHALL. Thorax 
[Thorax] 16, 87-90, March, 1961. 11 refs. 


The results are reported from King’s College and St. 
Bartholomew’s Hospitals, London, of pulmonary func- 
tion studies performed on 11 patients with sarcoidosis 
before and during treatment, the latter tests being made 
at the time of maximum radiographic improvement, 
which varied from 2 to 27 months after treatment began. 
These patients formed part of the series previously re- 
ported by Smellie and Hoyle (Lancet, 1957, 2, 66; Abstr. 
Wld Med., 1958, 23, 11). The tests used were measure- 
ment of lung volume and its subdivisions, mixing effici- 
ency, one-second forced expiratory volume (F.E.V.;), 
diffusing capacity for carbon monoxide, and compliance 
and non-elastic resistance of the lungs. 

It was found that 3 patients had an increased functional 
residual capacity and in only one was it reduced hy 
treatment; the F.E.V.; increased in 3 out of 6 patients 
in which it was low; compliance was reduced in 3 patients 
and did not increase with treatment, while non-elastic 
resistance was increased in 5 patients, of whom 3 im- 
proved with treatment. Of 5 patients with a reduced 
diffusing capacity for carbon monoxide this was increased 
with treatment in 3. Reduction of the radiological 
shadows in the lung fields occurred in 9 out of 10 patients, 
while of 5 patients who showed an improvement in 
dyspnoea 4 also had an increase in vital capacity, but in 
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only one of these patients was lung compliance increased. 


There was no relationship. between improvement in 


dyspnoea and increase in diffusing capacity. The authors 
conclude that “in pulmonary sarcoidosis striking im- 
provement in chest radiographic appearances with corti- 
costeroid therapy may be unaccompanied by improve- 
ment in either pulmonary function or dyspnoea ”’. 

_G. M. Little 


696. The Effect of Intermittent Positive Pressure Breath- 
ing and of Bronchodilator Drugs on Alveolar Nitrogen 
Clearance in Patients with Chronic Obstructive Pulmonary 
Emphysema . 

A. A. Conen, A. HEMINGWaAy, and C. HEMINGWAY. 
American Review of Respiratory Diseases [Amer. Rev. 
resp. Dis.) 83, 340-353, March, 1961. 6 figs., 32 refs. 


In 12 patients with emphysema [diagnostic criteria not 
given] measurements of nitrogen clearance from the 
lungs were made while they were breathing oxygen un- 
assisted, assisted by intermittent positive pressure 
(I.P.P.B.), and assisted by I.P.P.B. combined with 
isoprenaline inhalation. I.P.P.B. alone produced a very 
small (not significant) mean increase in the rate of 
clearance. The addition of isoprenaline produced a 
further increase in the value, which was significantly 
different from the unassisted value. Intravenous 
aminophyllin had no detectable effect. I.P.P.B. with 
isoprenaline produced a fall in mean arterial carbon 
dioxide pressure from 43-7 to 29-9 mm. Hg. 

C. M. Fletcher 


W. FRANKLIN and F. C. Loweit. Annals of Internal 
Medicine [Ann. intern. Med.| 54, 379-386, March, 1961. 
1 fig., 17 refs. 

Since an association between cigarette smoking and 
chronic obstructive pulmonary disease has been suggested 
by several authors, an investigation has been made of 213 
male factory workers, of whom 59 were light smokers 
and 104 heavy smokers. The amount of smoking by 
each individual was expressed in “‘ pack-years ”’, that is, 
the product of the average number of “ packs” of 
cigarettes smoked per day and the number of years 
of smoking. Non-smokers and those who had smoked 
less than 10 pack-years were classified as light smokers, 
while those who had smoked 30 pack-years or more 
were classified as heavy smokers. 

Determination of the expiratory flow rate showed that 
the heavy smokers had a mean value for the rate of expira- 
tion during the third quarter of the forced expiration 
which was approximately 20° less than that of the light 
smokers, this difference being significant at the 19% level. 
The authors suggest that this observed reduction in 
expiratory flow rate among heavy smokers is the fore- 
runner of chronic obstructive emphysema, since the 
change is similar to that present, in more marked degree, 
in patients with chronic obstructive emphysema, thus 
suggesting that there is a causal relationship between 
smoking and bronchial obstruction. Such a relation- 
ship, however, is more difficult to establish than that for 


lung cancer alone, since deaths from myocardial infarc- 
tion, cardiac failure, and during surgery, all conditions 
in which bronchial obstruction due to smoking may 
reduce the chances of survival, are relatively frequent 
among both smokers and non-smokers. 

’ Kenneth M. A. Perry 


698. The Philadelphia Pulmonary Neoplasm Research 
Project: an Interim Report 

K. R. Boucot, D. A. Cooper, and W. Weiss. Annals 
of Internal Medicine [Ann. intern. Med.] 54, 363-378, 
March, 1961. 1 fig., 6 refs. 


Between 1951 and 1955, 6,137 men over the age of 45 
were enrolled in this Project being carried out at the 
University of Pennsylvania, Philadelphia, in an attempt 
to establish the natural history of lung cancer. During 
this period 92 cases of proved lung cancer were found, 
66 of these being detected at the first radiographic 
examination, representing an incidence of 11 per 1,000; 
in this group haemoptysis was the most important 
symptom. The remaining 26 cases developed during 
the period of observation, an incidence rate of 1 per 
1,000 per year. Of this latter group of patients 15 
returned frequently enough for examination to allow the 
natural history of their tumours to be described with 
accuracy. One of the most important findings in this 
group was that only 3 showed x-ray changes in the lung 
before developing symptoms; in another 2 cases symp- 
toms and x-ray changes were noted at the same time, but 
in 10 cases symptoms appeared before the x-ray changes, 
in some by as long as 54 years, with a mean of 24 years. 
The most important signs were haemoptysis, weight 
loss of more than 10 Ib. (4-5 kg.), unilateral wheeze, 
and worsening cough; one of these patients also had 
asbestosis. In one case pneumonia of the anterior 
segment of the right upper pulmonary lobe was the first 
clinical manifestation of the tumour. 

Inquiry revealed that there was a close relationship 
between cancer and the duration of smoking. Thus 
among the 806 non-smokers only one developed cancer— 
an undifferentiated carcinoma with some unusual sarco- 
matous characteristics—giving an incidence of 0-1%, 
while among 450 men who had smoked for less than 20 
years there was again only one case, an incidence of 
0-2%. However, of 2,814 men who had smoked for 
between 20 and 30 years 26 developed lung cancer (inci- 
dence 0-9°%), while among 2,053 who had smoked for 
40 years or over there were 64 cases of lung cancer, an 
incidence of 3:1%. The incidence was also related to 
the heaviness of the smoking. Among smokers of more 
than 40 years’ standing 345 had smoked more than 20 
cigarettes a day and of these 15 (4-3°%) had cancer, while 
of 699 who had smoked between 10 and 20 cigarettes a day 
28 (4%) had lung cancer. The corresponding incidence 
of cancer among heavy and moderate smokers who had 
smoked for 20 to 39 years was respectively 1-5 and 1-1°%. 

During the same period (1951-5) 22 cases of proved 
active tuberculosis were found, but these included 7 cases 
of reactivation of previous known disease, thus leaving 
15 new cases. The incidence therefore of proved lung 
cancer was nearly twice as high as the incidence of new 
proved active tuberculosis. Kenneth M. A. Perry 
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699. The Gouty Kidney: Studies of 31 Cases of Renal 
Disease Associated with Gout. (Le rein goutteux: étude 
de 31 cas de néphropathie associée a la goutte) 

G. Ricuet, R. ARDAILLOU, H. DE MONTERA, R. SLAMA, 
and T. BouGAuLt. Presse médicale [Presse méd.| 69, 
644-647, March 22, 1961. 9 figs., 16 refs. 


The state of the kidneys in 31 patients with gout has 
been studied at the H6pital Necker, Paris. Of 27 
patients with typical chronic gout 11 had interstitial 
nephropathy secondary to uric acid stones, and 7 of 
these presented with acute anuria due to obstruction of 
the outflow of the one functioning kidney, the other 
having been destroyed by similar episodes, while 4 pre- 
sented with renal failure following a history of renal colic 
and the passage of stones, these patients having pro- 
teinuria, pyuria, and acidosis. Biopsy and necropsy 
examination in 4 of this group of 11 showed ascending 
nephritis, with tubular atrophy, cellular inflammatory 
reaction, fibrosis, and patchy glomerular involvement. 
Prevention of these changes of “* gouty kidney ”’ lies in 
the prevention and treatment of the formation of uric 
acid stones. 

Another 12 of those with chronic gout had glomerular 
nephropathy but no calculi; here proteinuria and hae- 
maturia were more frequent than pyuria. Histological 
examination showed glomerular changes similar to 
those of glomerulonephritis at various stages of their 
evolution. In the remaining 4 cases of chronic gout 
there was intercurrent renal disease which was unrelated 
to the gout. 

In 3 patients with no previous history of gout who 
developed the typical joint involvement secondary to 
renal failure there was glomerulonephritis, cystic disease 
of the pyramids, and polycystic disease respectively. 
The remaining case of the 27 was one of acute renal 
failure due to acute leukaemic infiltration of the kidneys 
and here also secondary gout developed. 

The study of the plasma levels and urinary excretion 
of uric acid, urea, and creatinine confirmed the estab- 
lished view that chronic gout is not due to a renal defect, 
and it is suggested that even in renal failure the secondary 
gout may be due to a mechanism other than failure of 
renal excretion of urates. T. B. Begg 


700. Effect of Large Doses of Prednisone on the Renal 
Lesions and Life Span of Patients with Lupus Glomerulo- 


nephritis 

V. E. Potiak, C. L. Prrani, and R. M. Kark. Journal 
of Laboratory and Clinical Medicine [J. Lab. clin. Med.| 
57, 495-511, April, 1961. 3 figs., 9 refs. 


This paper from the Presbyterian—St. Luke’s, Cook 
County, and Research and Educational Hospitals 
(University of Illinois College of Medicine), Chicago, 
describes the results of treating 26 patients with lupus 


glomerulonephritis with steroids. The diagnosis was 
based solely on the initial renal biopsy findings and two 
groups of patients were studied. The first (low-steroid) 
group consisted of 10 patients observed from 1953 to 1955 
and treated with an average of 50 mg. of cortisone daily 
to control symptoms. All of these patients died, 5 
within 6 months, the longest and average survival being 
42 and 13-8 months respectively. The second (high- 
steroid) group consisted of 16 patients observed from 
1956 to 1958 and treated with a minimum dose of 40 mg. 
of prednisone daily for 6 months. Seven died, 3 within 
one month and the others at 5, 22, 26, and 41 months 
respectively. Nine are still living after 34-2 months. 

Evidence was obtained by a comparison of the clinical 
features, renal function data, and histological findings to 
show that the two groups were comparable at the time of 
the initial renal biopsy. Renal biopsies were carefully 
assessed by grading the changes in the glomeruli, tubules, 
and interstitial tissue and vessels from 0 (normal) to 4+ 
(extremely severe and affecting all or almost all of the 
particular structures). Features considered to be 
evidence of active and progressive lesions included 
fibrinoid change, local necrosis, karyorrhexis, haema- 
toxyphil bodies, “‘ wire-loop” lesions, and hyaline 
thrombi. Serial renal histological studies to a total of 25 
were carried out on 8 patients in the low-steroid group 
and 37 on 14 in the high-steroid group. In the former, 
histological evidence of activity persisted and increased 
in severity, whereas in the latter it was unchanged or 
diminished. In 10 of the high-steroid group evidence of 
activity disappeared, although irreversible lesions such 
as thickening of the glomerular basement membrane and 
capsular adhesions persisted. 

A number of complications were observed in the high- 
steroid group. Thus 15 of the 16 developed a marked 
Cushing’s syndrome, while 4 had miscellaneous infec- 
tions, one a perforated peptic ulcer and subsequently 
haematemesis and melaena, 5 diabetes mellitus, 2 mental 
disturbances, 2 osteoporosis, and one an Addisonian 
crisis following sudden cessation of therapy. 

The authors conclude that the treatment of lupus 
glomerulonephritis with large doses of prednisone is 
superior to symptomatic treatment with small doses of 
cortisone and prevents or delays progression of the renal 
lesions. Hewett A. Ellis 


701. The Nephrotic Syndrome. [Review Article] 
T. FinpLey. American Heart Journal [Amer. Heart J.| 
61, 822-840, June, 1961. Bibliography. 


702. Chronic Pyelonephritis. [Review Article] 

P. Kiwme tstieL, O. J. Kim, J. A. Beres, and K. WELL- 
MANN. American Journal of Medicine [Amer. J. Med.} 
30, 589-607, April, 1961. 11 figs., bibliography. 
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703. Clinical Use of a New Diagnostic Agent, Metho- 
pyrapone (SU-4885), in Pituitary and Adrenocortical Dis- 
orders 


E. M. Gop, J. R. Kent, and P. H. ForsHam. Annals 
of Internal Medicine [Ann. intern. Med.] 54, 175-188, 
Feb., 1961. 9 figs., 28 refs. 


A test designed to evaluate corticotrophin reserve in 
pituitary and adrenal disorders, which consists in the 
intravenous infusion of methopyrapone” SU- 
4885 ”’), was given a trial at the Metabolic Unit, Univer- 
sity of California Medical Center. A dosage of 30 mg. 
of the ditartrate of SU-4885 per kg. body weight dissolved 
in 1,000 ml. of 0-9%% saline was infused over a 4-hour 
period in 86 patients. Compared with healthy subjects, 
in whom there was a rise in the 24-hour urinary excretion 
of 17-ketogenic steroids of between 12 and 15 mg., 
patients with hypothalamic lesions showed a markedly 
reduced response. In Cushing’s syndrome a normal or 
increased response was noted particularly in patients 
with overactivity of the adrenal cortex in the absence of 
a demonstrable tumour. In 2 patients with Cushing’s 
syndrome and carcinoma of the adrenal gland and 2 with 
adenoma of the adrenal gland no significant rise in 
urinary excretion of 17-ketogenic steroids was observed 
and the authors suggest this finding may be of value in 
the differentiation of Cushing’s syndrome due to adrenal 
hyperplasia from that due to adrenal tumour. There 
appeared to be a decreased response to the test in the 
presence of renal insufficiency and hypothyroidism. It is 
concluded that this is a useful diagnostic adjuvant test 
provided thyroid function is normal and primary adrenal 
insufficiency has been ruled out. I. McLean Baird 


704. A Study of the Androgenic and Some Related 
Effects of Methandienone 

V. Wynn and J. LANDON. British Medical Journal (Brit. 
med. J.] 1, 998-1003, April 8, 1961. 5 refs. 


The anabolic and androgenic effects of methandienone, 
a testosterone derivative active when given by mouth, 
was studied in 30 subjects at St. Mary’s Hospital, Lon- 
don. The patients comprised 7 pre-menopausal women, 
12 post-menopausal women, and 11 adult males, all of 
whom had a variety of clinical disorders, endocrine and 
otherwise. The dose of methandienone was 20 to 100 
mg. daily for 16 to 260 days. The study was concerned 
with the androgenic effects, the effects on menstruation 
and menopausal symptoms, and the psychological effects. 

Among the androgenic effects acne developed in 4 
post-menopausal women, 3 pre-menopausal women, and 
one man; loss of scalp hair occurred in one post-meno- 
pausal woman and 2 men; hirsuties developed in only 
one premenopausal woman; increased musculature was 
frequent among the women, particularly the post-meno- 
pausal; an increase of libido occurred in one pre-meno- 
pausal and one post-menopausal woman and 3 men; 


voice changes and changes in the external genitalia did 
not occur. Menstruation was suppressed by the drug 
in 4 women and menopausal symptoms prevented in 4 
others. Where the primary disorder resulted in malaise 
and other symptoms methandienone produced an in- 
creased sense of physical and mental well-being. 

The authors conclude that methandienone has little 
androgenic effect when given in anabolic doses, the opti- 
mum dose being 0-2 to 0-4 mg. per kg. body weight per 
day, and is effective in suppressing menopausal symptoms 
and in producing an increased sense of well-being in old 
or chronically ill patients. Gerald Sandler 


705. Skeletal Maturation in Ovarian Dysgenesis and 
Turner’s Syndrome 

R. M. AcHeson and G. A. Zampa. Lancet [Lancet] 1, 
917-920, April 29, 1961. 5 figs., 19 refs. 


In this paper from Guy’s Hospital, London, a study is 
reported of the development of the carpal bones in 25 
patients aged 12 to 27 years suffering from Turner’s 
syndrome and ovarian dysgenesis (Group 1), in 39 girls 
aged 44 to 144 years who were in a state of chronic 
undernutrition (Group 2), and in 13 girls who were 
suffering from tuberculous meningitis or who had 
recently recovered from this disease (Group 3). 

In the patients in Group 1 there was an increasing 
deviation from the normal bone development after the 
age of 10 years, and in 14 of the 18 whose age was equal 
to or in excess of that at which the hand of the normal 
subject is mature the majority of the epiphyses remained 
open. The remaining 4 patients had been taking 
oestrogens for at least 3 years before radiographs were 
taken and this was probably the reason for their skeletal 
maturity. 

In Groups 2 and 3 there was retardation of bone 
development throughout the whole age range, though it 
tended to diminish in the prepubertal period. 

R. M. Todd 


THYROID GLAND 


706. Clinical and Experimental Evaluation of the Tri- 
iodothyronine (T3) Red Cell Uptake Test 

H. N. WAGNER Jr., W. B. Nevp, and J. C. Warts. 
Bulletin of the Johns Hopkins Hospital ({Bull. Johns Hopk. 
Hosp.| 108, 161-170, March [received May], 1961. 
6 figs., 16 refs. 

It is known that L-triiodothyronine (T3) or L-thyroxine 
(T4) in the blood may be bound to the plasma proteins 
or taken up by the erythrocytes. When 13!I-labelled 
triiodothyronine was incubated in plasma from hyper- 
thyroid patients it was shown to be incorporated more 
quickly into erythrocytes than when incubated in plasma 
from euthyroid patients; when incubated in plasma 
from hypothyroid patients the converse was true. The 
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binding of T3 and T4 was first studied in the absence of 
serum proteins. When labelled T3 or T4 (120 x 10-4 wg. 
per ml.) was incubated with a 40°% suspension of ery- 
throcytes in Krebs Ringer bicarbonate buffer solution 
for 30 minutes it was found that after the cells had been 
washed once with 10 ml. of 0-16 M sodium chloride 
83°%% of the added T3 and 62% of the added T4 remained 
in the erythrocytes; after four washings only 65% of T3 
remained. 

These results indicated that erythrocyte uptake could 
not be due to simple diffusion of T3 or T4. Further, 
the addition of metabolic inhibitors to the system did not 
affect the uptake, thus showing that the latter is not an 
active metabolic process, but presumably a physico- 
chemical binding phenomenon. In plasma the uptake of 
radioactive T3 by the erythrocytes was increased by 
previously loading the plasma with L-thyroxine (0-1 to 
0-8 wg. per ml.). When the experiment was repeated in 
an atmosphere of 100° carbon dioxide binding by the 
erythrocytes of T3 increased, but low partial pressures of 
CO)> (equilibration of blood with air) decreased it. The 
uptake of T3 was not affected by the presence of iodide 
(7 pg. per ml.), of the radiographic contrast medium 
** hypaque ” (10 wg. per ml.), or of thiouracil (5 wg. per 
ml.). Erythrocyte uptake was increased in plasma from 
hyperthyroid patients and decreased in that from hypo- 
thyroid patients, but the former observation was more 
significant than the latter. Increased uptakes were also 
observed in plasma from patients with several disease 
states other than thyrotoxicosis, which fact, it is noted, 
somewhat reduces the specificity of the phenomenon as a 
test for thyroid dysfunction. P. A. Nasmyth 


707. Erythrocyte Glucose-6-phosphate Dehydrogenase 
Activity Related to Thyroid Activity 

H. A. Pearson and R. Druyan. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.| 57, 343-349, 
March, 1961. 1 fig., 18 refs. 


This study, reported from the U.S. Naval Hospital, 
Bethesda, Maryland, showed that the level of activity of 
glucose-6-phosphate dehydrogenase in the erythrocytes 
was significantly higher in 11 of 12 patients with hyper- 
thyroidism than in healthy subjects. There was no 
evidence that the increase was due to an increased rate of 
erythropoiesis. Administration of thyroxine or tri- 
iodothyronine to 2 normal euthyroid subjects resulted in 
significantly increased levels of activity of the enzyme, 
but incubation of the hormones with erythrocytes in vitro 
resulted in no increased activity. Patients with hypo- 
thyroidism showed normal enzyme levels. The mecha- 
nism by which the raised level of enzyme activity is 
brought about is unknown. F. W. Chattaway 


708. Differential between Thyroid and Parathyroid 
Causes of Hypercalcemia 

W. Bortz, E. EtsenserG, C. Y. Bowers, and M. Pont. 
Annals of Internal Medicine {Ann. intern. Med.| 54, 610— 
619, April, 1961. 41 refs. 


In hyperparathyroidism the renal tubular reabsorption 
of phosphate is low, a finding which is of value in 
differentiating this disorder from other forms of hyper- 


calcaemia. Since there have been several reports of 
hypercalcaemia in thyrotoxicosis, the present authors 
studied tubular reabsorption of phosphate in 27 patients 
suffering from untreated thyrotoxicosis, 9 of whom had | 
hypercalcaemia. The material consisted of a 2-hour 
collection of urine from 13 patients at the Charity 
Hospital, New Orleans, and a 12-hour over-night 
collection from 14 patients at the University of California 
Medical Center, San Francisco. The tubular re- 
absorption of phosphate was normal or high in 24 of the 
27 patients. In 2 others with extremely low values 
(51% and 50%) hyperparathyroidism was also diag- 
nosed, parathyroid adenomata being subsequently 
removed in both cases. In the remaining patient the 
tubular resorption was borderline (76°%) and returned to 
normal after treatment of the thyrotoxicosis. 
B. M. Ansell 


709. Investigations on the Iodine and Bromine Content 
of Goitrous Thyroid Glands. (MccnenosaHua 306Ho 
ona u 6poma) 

E. S. TURECKAJA. ITpodaemet u 
Topmovnomepanuu [Probl. Endokr. Gormonoter.] 7, 
75-80, March-April, 1961. 14 refs. 


It is known that the iodine content of goitrous thyroid 
glands is lower than that of normal glands, especially in 
thyrotoxic cases, while on the other hand the content of 
bromine is several times higher, the iodine : bromine 
ratio in many cases approaching 1. The ratio is lowest 
in nodular colloid goitre and nodular toxic goitre, and it 
was also extremely low in one of the author’s cases of 
Langhans goitre. In one case of simple nodular paren- 
chymatous goitre the ratio was relatively high (89 : 17-8). 
The variation within the different groups is considerable; 
thus in the thyrotoxic nodular goitres the iodine content 
varied from 13-95 to 157-24 mg. per 100 g. of dried gland 
and the bromine content from 19 to 137 mg. (The 
bromine content of normal thyroid tissue ranges from 
4-8 to 12-3 mg. per 100 g.) Up to 60% of both micro- 
elements were in inorganic form compared with only 
10% in normal glands. L. Firman-Edwards 


710. The Aetiology of Himalayan Endemic Goitre 

V. RAMALINGASWAMI, T. A. V. SUBRAMANIAN, and M. G. 
Deo. Lancet [Lancet] 1, 791-794, April 15, 1961. 
5 figs., 22 refs. 


In many mountainous areas such as the Alps, Pyrenees, 
and Andes endemic goitre has been shown to be due to 
iodide deficiency, but the cause of endemic goitre in the 
Himalayas remains obscure. This paper from the All- 
India Institute of Medical Sciences, New Delhi, reports 
studies of iodine metabolism in two areas in the goitre 
belt, some 600 miles (965 km.) apart, one with an in- 
cidence of goitre of 50 to 60°% and the other of almost 
100%, and a similar study in an area 150 miles (248 km.) 
to the south known to be free from endemic goitre. The 
subjects consisted primarily of school-children aged 8 
to 16 years who had lived in their area for at least 5 years; 
all those in the goitre belt had an obvious goitre, but 
were clinically euthyroid. A few adults in the test areas 
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were also studied and the results compared with those in 
normal adults in Delhi. The methods employed were 
the measurement of serum protein-bound iodine levels, 
using the technique of Barker, and the thyroidal uptake 
of 131], given orally, at 24 hours (in a few cases at 2, 6, 12, 
and 48 hours), while in 9 subjects the effect of potassium 


_ thyocyanate on uptake of 13!I was also determined. 


In the 2 endemic areas serum protein-bound iodine 
levels were low and the glands showed marked avidity 
for iodine. The severity of the iodide deficiency was 
clearly shown in the area in which the incidence is almost 
100%. Administration of potassium thiocyanate showed 
that there was no block in the utilization of inorganic 
iodide trapped by the gland. The authors conclude that 
Himalayan goitre results from an environmental iodide 
deficiency and that supplementation of the diet with 
iodine in some form would be the most rational pro- 
cedure for large-scale prevention. B. M. Ansell 


PANCREAS 


711. A Follow-up Study of Children of Diabetic Mothers. 
Part I. General Findings. [In English] 

H. HieKKALA and M. KosKENOJA. Annales paediatriae 
Fenniae [Ann. Paediat. Fenn.] 7, 17-31, 1961. 7 figs., 
23 refs. 


From the Children’s Hospital, University of Helsinki, 
a follow-up study of 165 Finnish children born to 
diabetic mothers during the period 1943-57 is reported, 
only those infants surviving the neonatal period being 
included. Of these, 95 were born after and 70 before 
the onset of maternal diabetes. The height and weight 
distributions were the same as in a comparative group 
of children of non-diabetic mothers. Of 7 of the 
children who died after the neonatal period, 5 were born 
before the onset of diabetes in the mother. There were 
2 cases of diabetes mellitus in the series, the disease in 
one (in a girl) becoming manifest at the age of 3 years 
and in the other (in a boy) at the age of 14; both had 
been born before their mothers developed the disease. 
A glucose tolerance test on 18 children gave a normal 
curve. 

Definite congenital malformations were present in 7 
cases (4-3°% of the total), including 2 cases of ventricular 
septal defect, while mental retardation, cerebral palsy, and 
epilepsy were found in a further 17 (10-3%). 

A. I. Suchett-Kaye 


712. A Follow-up Study of Children of Diabetic Mothers. 
Part II. Defective Children. [In English] 

H. and M. KosKENoJA. Annales paediatriae 
Fenniae [Ann. Paediat. Fenn.] 7, 32-43, 1961. 22 refs. 


This report deals in more detail with the group of 
children born of diabetic mothers reported above [see 
Abstract 711] who showed mental retardation and/or 
congenital malformations. The influence of the dura- 
tion of the maternal diabetes, the degree of control of the 
disease, the time and type of delivery, and the symptoms 
occurring during the neonatal period is analysed. The 
largest number of defective children (7) were born to 


mothers in whom the diabetes was discovered less than 
5 years before pregnancy. Recurrent ketosis, acidosis, 
and hypoglycaemic complications in the mother during 
pregnancy seemed to increase the likelihood of the 
occurrence of congenital malformations in the offspring. 
Delivery more than 35 days before term (12 babies, of 
whom 6 were defective) and a stormy neonatal course are 
both thought to be dangerous to the later development 
of the child. A. I. Suchett-Kaye 


713. Blood Saccharoids in Diabetes Mellitus 

B. W. VoLk, A. Sairer, and S. S. Lazarus. Journal of 
Laboratory and Clinical Medicine {J. Lab. clin. Med.} 57, 
367-376, March, 1961. 5 figs., 25 refs. 


The mean level of blood saccharoids (that is, non- 
glucose reducing compounds), defined in this paper as the 
difference between the glucose value obtained by the 
Nelson-—Somogyi copper reduction method and that 
obtained by the authors’ glucose oxidase method, was 
shown to be significantly higher in 35 diabetic patients 
(140 samples of blood) than in 20 normal subjects (80 
samples). No differences could .be demonstrated 
between the saccharoid values in capillary blood and in 
venous blood in either group. The blood saccharoid 
levels were not altered during performance of the 
modified glucose-insulin tolerance test or by the ad- 
ministration of tolbutamide. An organic acid with the 
same Rf value as glucuronic acid was detected chromato- 
graphically in barium-zinc filtrates of blood and may, it 
is thought, have accounted for an appreciable proportion 
of the saccharoid values. The use of these values as an 
index of the status of carbohydrate metabolism and thus. 
of the metabolic control of diabetes is suggested. The 
possible importance in some diabetic patients of alternate 
pathways of carbohydrate metabolism which might 
result in the increased production of glucuronic acid is 
considered. F.. W. Chattaway 


714. Antagonism of Insulin by Albumin 
C. Lowy, G. BLANSHARD, and D. PxHear. Lancet 
[Lancet] 1, 802-804, April 15, 1961. 2 figs., 8 refs. 


Experiments were carried out at the Middlesex 
Hospital Medical School, London, to investigate the 
effect of human serum albumin on the action of insulin 
in increasing glucose uptake by isolated rat diaphragm 
and isolated epididymal fat. The albumin fraction was 
separated from the serum of blood which had been taken 
after an overnight fast from 5 normal subjects and 7 
patients after pituitary destruction or hypophysectomy. 
In addition, a diabetic subject was studied before and 
after hypophysectomy. The diabetic patient had 
received no insulin for 18 hours and the patients after 
pituitary ablation had received no cortisone for periods 
up to 72 hours. Epididymal fat tissue was selected for 
this investigation as well as the isolated rat diaphragm 
(which was used by Vallance-Owen et al. (Lancet, 1958, 
2, 336, 696; Abstr. Wid Med., 1959, 25, 116) to demons- 
trate the inhibitory affect of serum albumin on insulin) 
because as Martin et al. (Lancet, 1958, 2, 76) have 
reported, fat is more sensitive than muscle to physio- 
logical concentrations of insulin. 
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It was found that albumin from normal subjects 
inhibited the glucose uptake in response to insulin of 
the rat diaphragm but not of the fat tissue. The muscie 
response to insulin was also inhibited by albumin from 
patients who had undergone hypophysectomy or pituitary 
ablation. With albumin from the diabetic patient alone 
was inhibition of the muscle response to insulin in- 
complete and this was not changed after hypophysectomy. 
It was also observed that the glucose uptake of fat was 
increased twofold by albumin alone compared with a 
sixfold increase caused by 1,000 micro-units of insulin. 
This is attributed to attached insulin, which is made 
ineffective by albumin in muscle experiments. 

These observations suggest that fat is one of the more 
important sites of insulin action in the body. The 
difference found between the response of muscle and of 
fat tissue to the arresting effect of albumin on glucose 
uptake in response to insulin is thought to be due to the 
fact that in muscle a larger proportion of the glucose is 
converted to glycogen and breakdown occurs almost 
entirely via the glycolytic pathway, whereas in fat 
approximately equal amounts of glucose are metabolized 
by the glycolytic and pentose phosphate pathways and 
only a small proportion is converted to glycogen. Un- 
like Vallance-Owen, the authors have found that the 
inhibition of the diaphragm response caused by albumin 
persists after pituitary ablation. It is therefore thought 
that the inhibition is due to a non-specific effect of the 
albumin fraction which is unrelated to the pituitary. 

S. M. Hardy 


715. An Insulin Antagonist Associated with Plasma- 
albumin 

J. VALLANCE-OWEN and M. D. Littey. Lancet [Lancet] 
1, 804-806, April 15, 1961. 8 refs. 


Experiments have been carried out at King’s College, 
University of Durham, Newcastle upon Tyne, to ascertain 
(1) the nature of the active compound carried by the 
albumin fraction of human plasma, especially from 
diabetics, which was shown in earlier experiments to be 
an insulin antagonist and (2) whether earlier observations 
on animals which suggested that insulin antagonism in 
the plasma depends on the presence of adrenocortical 
steroids were also true in man. 

Blood was drawn from normal non-fasting cats and 
from 2 patients who had undergone total adrenalectomy, 
one for carcinomatosis and the other for Cushing’s 
syndrome, and who had received no cortisone for at 
least 50 hours. The serum was separated by centrifuga- 
tion and the albumin fraction isolated by the method of 
Delro et al. as modified by Vallance-Owen et al. (Lancet, 
1958, 2, 336; Abstr. Wid Med., 1959, 25,116). Albumin 
was also prepared from reconstituted normal freeze-dried 
plasma. The isolation of the insulin antagonist from 
normal human albumin was attempted by dialysis after 
heat coagulation. The denatured protein showed no 
antagonism, whereas the corresponding supernatant and 
the dialysate from it did show this property. Some in- 
activation of the antagonist by heat was, however, 
observed. Removal of lipid material with ethanol 
resulted in complete loss of antagonism both in the 
extract and in the residual protein. Extraction of long- 
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chain fatty acids with 5°% glacial acetic acid in iso-octane 
did not concentrate the antagonist in this fraction of 
fatty acids. Extraction with chloroform also failed to 
concentrate the antagonist. It is assumed from these 
observations that the antagonist is a substance of low 
molecular weight and may be a polypeptide or a simple 
carbohydrate, but its lability to organic solvents under : 
certain conditions supports the former possibility. 
Further experiments are now being designed to isolate 
the active principle from human albumin by various 
chromatographic methods. 

Albumin in physiological concentrations from normal 
human subjects or from normal cats did not affect the 
basal glucose uptake of muscle tissue in the absence of 
insulin, but was antagonistic to insulin. Albumin from 
the 2 patients who had undergone total adrenalectomy 
had no demonstrable antagonistic effect on insulin. In 
one of these patients, however, the antagonist appeared 
in the plasma after stabilization with cortisone. These 
observations suggest that the formation of the antagonist 
in the albumin is dependent upon the presence of adreno- 
cortical steroids, just as previous observations had shown 
antagonistic activity to be related to the pituitary gland 
[but see Abstract 714]. S. M. Hardy 


716. Insulin Antagonism in the Plasma of Obese Dia- 
betics and Prediabetics 

J. VALLANCE-OWEN and M. D. Littey. Lancet [Lancet] 
1, 806-807, April 15, 1961. 11 refs. 


It has been shown in earlier experiments at King’s 
College, University of Durham, Newcastle upon Tyne, 
that insulin antagonism in human serum albumin is 
greater in insulin-requiring diabetic patients than in 
obese diabetics and normal subjects. In these last the 
antagonism is masked by the production of adequate 
amounts of insulin by the pancreas, but this insulin 
masking can be revealed in animals by removing the 
pancreas. It was thought of interest, therefore, to pre- 
pare albumin from the plasma of obese diabetics and 
from prediabetics. Since in the earlier experiments it 
was found that at a concentration of 1:25% normal 
albumin loses its antagonistic activity, whereas diabetic 
albumin still exhibits it, albumin from 5 obese diabetics 
and 6 prediabetics was tested at this concentration. 
Antagonism was present in both groups. No such 
activity was found, however, in the albumin of non- 
diabetic obese persons at the same concentration. 
Experiments are in progress at present to test the degree 
of antagonism of albumin from the plasma of diabetics 
suffering from haemochromatosis or who have under- 
gone total pancreatectomy. 

It is suggested that if these observations can be further 
confirmed it would be true to say that “‘ the primary 
abnormality in essential diabetes mellitus is increased 
antagonism to insulin,” which is presumably hereditary. 
The type and time of the onset of the diabetic state 
would depend on the degree of antagonism and on the 
resilience of the 8 cells of the pancreas. The antagonism 
is thought to be mediated through the pituitary—adrenal 
system. There is well documented evidence that the 
mean size of the islets in patients over the age of 5 with 
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acute diabetes is greater than normal, but that the weight 
and size of the islets diminish in both acute and chronic 
diabetics in proportion to the duration of the disease. 
Further recent observations have shown that untreated 
juvenile diabetics have considerable quantities of insulin 
and that prediabetics have more circulating insulin than 
normal. It is also suggested that if in certain cases 
albumin can pass through the placenta from the maternal 
to the foetal circulation, this would explain the hyper- 
trophied islets and fat, flabby appearance of the stillborn 
foetus of the prediabetic mother. S. M. Hardy 


717. Insulin Treatment and Diabetic Arteritis. The 
Aetiological Role of Insulin. (Insulinothérapie et artérite 
diabétique. Réle étiologique de l’insuline) 

I. Pavet, G. Ceausu, M. Pirvuvescu, V. VASILEsSCU, and 
L. Ciocan. Presse médicale [Presse méd.| 69, 912-914, 
April 29, 1961. 8 figs., 13 refs. 


In this study of the effects of insulin on the arteries 
the authors found that of 6,000 diabetic patients treated 
between 1939 and 1956 at the Cantacuzino Hospital, 
Bucharest, 633 had signs of arteritis of the lower limbs. 
However, the incidence was 13-44°% among 3,412 insulin- 
treated diabetics compared with one of only 6-77% 
among the 2,588 patients not given insulin. It was also 


shown that the incidence increased in parallel with the - 


daily dosage of insulin and with the number of years 
these patients had been treated; it was highest in obese 
males. 

The authors point out that the increased incidence 
among the insulin-treated patients was not due either to 


the prolongation of these patients’ lives or to the severity 


of the diabetes, for it was already apparent among those 
taking only 10 units of insulin per day. They suggest 
that this effect on the arteries is due to stimulation by 
insulin of excess production of cholesterol and recom- 
mend that insulin requirements should be reduced as 
much as possible by means of diet, the use of retard 
insulins, and when possible the replacement of insulin by 
an oral sulphonylurea drug. 

[An interesting but not completely convincing study.] 

Arnold Pines 


718. A Study of the Protein Fractions and Blood Lipo- 
proteins in Diabetics. 
KpoBH y CoNbHEIX Caxap- 
HBIM 

I. Ja. MALeEvA. Tepaneemureckui A pxue [Ter. Arh.] 
33, 69-75, March, 1961. 2 figs., 5 refs. 


In diabetes mellitus not only is the metabolism of 
carbohydrate disturbed, but also that of proteins and 
fats. Investigations of the serum proteins showed a fall 
in the albumin content in 26 of 44 diabetic patients and 
a rise in a globulins in 18 cases, in «2 globulins in 31, in 
B globulins in 15, and in y globulins in 13. The f- 
lipoprotein level was increased and that of « lipoproteins 
was diminished in nearly all cases, while the levels of 
cholestererol, both total and free, were also increased in 
most patients; the serum lecithin level was increased in 
about half the cases. These changes were independent 
of the blood sugar level, the age of the patient, or the 


duration of the diabetes, but were related to the degree 
of disturbance of protein and fat metabolism. 

In patients in whom the administration of adequate 
doses of insulin lowered the blood sugar level by 90 mg. 
per 100 ml. or more the protein pattern tended to return 
to normal within 2 hours of the injection; the serum 
lecithin and cholesterol levels, however, did not change 
appreciably in this short period. When the blood sugar 
response to insulin was less than the above there was 
little change in the serum protein pattern, and that not 
always in the direction of normal. The best results were 
obtained when a certain degree of hypoglycaemia was 
produced by the injection of insulin. The changes are 
related to the degree of disturbance of protein meta- 
bolism and, to some extent, of that of fats. 

L. Firman-Edwards 


719. Progress in the Understanding and Treatment of 
Diabetes Mellitus 

W. J. H. Butrerrietp. British Medical Journal (Brit. 
med. J.) 1, 1705-1711, June 17, 1961. 7 figs., 42 refs. 


720. Clinical Features and New Details of the Syndrome 
of Pernicious Hyperinsulinism. (Klinik und neue Er- 
kenntnisse iiber Krankheitsbild der perniziésen Hyper- 
insulinismus) 

W. HELBiG, R. REDING, and W. GROHMANN. Méiinchener 
medizinische Wochenschrift [Miinch. med. Wschr.] 103, 
734-739, April 3, 1961. 2 figs., bibliography. 


Attention is drawn to the fact that pernicious hyper- 
insulinism occurs fairly commonly and the possibility of 
mistaken diagnosis is emphasized. According to 
several authors an organic primary hyperinsulinism and 
a functional secondary hyperinsulinism can be dis- 
tinguished. However, the present authors agree with 
Katsch, who objects to this grouping and states that 
hyperinsulinism is also organic when caused by liver 
lesions, chronic pancreatitis, or other endocrine diseases. 
Further, they accept Katsch’s thesis that the funda- 
mental cause of pernicious hyperinsulinism lies in 
changes in the islands of the pancreas caused by adeno- 
mata and that it is less often caused by hyperplasia or 
hormonally active carcinoma. Two significant cases 
which were observed at the Medical and Surgical Clinics 
of the Karl Marx University, Leipzig, are described 
fully. They were selected to demonstrate characteristic 
but not generally known clinical details and to illustrate 
the diagnostic difficulties encountered. Various methods 
of estimating insulin sensitivity and glucose tolerance 
specially designed for use in these cases are described. 
The diagnostic use of the glucagon test and the im- 
portance of electroencephalographic examination while 
in a state of shock are discussed. The medical and 
surgical problems encountered in the treatment of 
adenomatous cases are critically enumerated. On the 
basis of the results of cases published. in the world 
literature and of their own cases the authors strongly 
recommend that early diagnosis should be attempted by 
evaluation of the various vegetative symptoms, such as 
the easing of vegetative strain after the intake of glucose 
or other food, which they consider to be very charac- 
teristic of this disease. S. M. Hardy 
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721. Sulphinpyrazone in the Treatment of Arthritis 


Associated with Hyperuricaemia 


E. N. Guicx. Proceedings of the Royal Society of 
Medicine (Proc. roy. Soc. Med.| 54, 423-426, May, 1961. 


Hyperuricaemia may be an indication that chronic 
arthritis is gouty in origin, although there is not neces- 
sarily a history of acute gout and tophi may be absent. 
If so, reduction of the blood uric acid level with a uri- 


' cosuric drug might be expected to relieve symptoms by 


reducing tissue deposits of urates. This occurred in 8 
out of 10 patients (8 males) who were treated for periods 
of at least 4 months with sulphinpyrazone in a dosage of 
100 mg. 4 times daily. In all the patients the serum 
uric acid level was 6 mg. per 100 ml. or higher. Only 2 
patients had had acute gout, but all had chronic joint 
symptoms. In 2 the response to the Rose test was 
positive. During treatment the serum uric acid level 
fell from a mean of 6-7 mg. per 100 ml. to 4-2 mg. per 
100 ml., rising again after cessation of therapy. There 
was a dramatic relief of symptoms within a few weeks in 
2 patients and more gradual but definite relief in 6 others. 
The only serious side-effect was diarrhoea, which neces- 
sitated withdrawl of the drug in one case. J. A. Cosh 


RHEUMATIC FEVER 


722 (a). The Rebound Phenomenon in Acute Rheumatic 
Fever. I. Incidence and Significance 

A. R. FEemnsTemIn, M. SPANGNUOLO, and F. A. GILL. 
Yale Journal of Biology and Medicine { Yale J. Biol. Med.] 
33, 259-278, Feb. [received April], 1961. 3  figs., 
22 refs. 

722 (b). The Rebound Phenomenon in Acute Rheumatic 
Fever. II. Treatment and Prevention 

M. SPANGNUOLO and A. R. Fernstern. Yale Journal of 
Biology and Medicine [Yale J. Biol. Med.| 33, 279-298, 
Feb. [received April], 1961. 6 figs., 22 refs. 


These papers record observations on the incidence, 
significance, treatment, and prevention of the rebound 
phenomenon in acute rheumatic fever as observed in 
children admitted to Irvington House, Irvington-on- 
Hudson, New York, from July, 1956, to August, 1958, 
at various stages of an attack of rheumatic fever. Origi- 
nally 265 consecutive patients with unequivocal attacks 
of rheumatic fever were studied. A rebound was 
defined as the reappearance of clinical or laboratory 
features of rheumatic activity after they had originally 
subsided in the absence of any intercurrent Group-A 
streptococcal infection. The rebounds were subdivided 
into four groups: (1) slight “‘ laboratory ” rebound with 
the appearance of C-reactive protein (C.R.P.) and/or an 
erythrocyte sedimentation rate (E.S.R.) of 21 to 30 mm. 
in one hour; (2) significant “‘ laboratory ” rebound with 
a marked rise in titre of C.R.P. and/or an E.S.R. over 


30 mm. in one hour; (3) slight clinical rebound with 
laboratory indications of a rebound together with fever; 
and (4) significant clinical rebound with laboratory 
indications and one or more of the following clinical 
criteria—trise in sleeping pulse rate for 3 consecutive days, 
joint symptoms or signs, appearance of diastolic murmur 
or pericardial friction, development of congestive heart 
failure, and the appearance of nodules or erythema 
marginatum. 

The incidence of rebounds was studied with reference 
to the treatment the patient had received and the severity 
of the original attack.. Of those receiving no specific 
therapy (34), no rebound occurred in 22 and a laboratory 
rebound (slight in 6, significant in 6) in 12, but. none 
developed clinical rebounds. Of the 106 patients 
treated with salicylates, 52 had no rebound, 44 had a 
laboratory rebound (slight in 15, significant in 29), and 
10 had a clinical rebound (slight in 1, significant in 9). 
Of the 77 children treated with steroids alone, 25 had no 
rebound, 26 had a laboratory rebound (slight in 14, 
significant in 12), and 26 had a clinical rebound (slight 
in 3, significant in 23). Of the 48 patients who received 
both salicylates and steroids, 21 had no rebound, 14 had 
a laboratory rebound (slight in 8, significant in 6), and 
13 had a clinical rebound (slight in 4, significant in 9). 
No patient without clinical involvement of the heart in 
the original attack showed signs of heart disease in the 
rebound, but evidence of new heart disease appeared in 
10 out of 35 clinical rebounds occurring in patients with 
valvular involvement in the initial attack. Clinical 
rebounds occurred more frequently in those with carditis 
in the original attack. No rebounds occurred in 
patients treated with salicylates for more than 8 weeks. 
But in those treated with steroids the longer the drug was 
given, the more likely was a rebound to occur. To ex- 
plain these findings it is suggested that suppressive 
medication (in which steroids are the most potent) 
** prevents the dispersion of rheumatic inflammation and 
that the accumulated residual inflammation thus appears 
in the form of a rebound when the suppression is reduced 
or stopped. The severity of the rebound will depend 
upon how much inflammation was present initially, how 
much of it was suppressed by the therapy, and how much 
remains afterwards.” 

In an attempt to determine the best forms of treatment 
and prevention of rebounds an additional 150 children 
admitted consecutively from September, 1958, to August, 
1959, were added to the above group, making a total of 
415 consecutive admissions with definite evidence of 
rheumatic fever. Of these, 64 developed one or more 
clinical rebounds, 100 rebounds occurring in all. 
Laboratory rebounds had no clinical effects, always 
subsided spontaneously, and needed no treatment. In 
patients with no initial valvular involvement clinical 
rebounds did not produce cardiac manifestations. In 
patients with valvular involvement but no significant 
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cardiac enlargement the rebounds sometimes resulted in 
the appearance of new murmurs but no more severe 
cardiac effects. In both these groups when the rebound 
was treated with suppressive agents it was often followed 
by an additional rebound when the therapy was stopped. 
This was less likely to happen if the rebound was treated 
with salicylates than if treated with steroids. Rebounds 
could be prevented by not using anti-inflammatory 
agents in the initial attack or by treating it with sali- 
cylates alone for more than 8 weeks. In patients 
initially treated with steroids the incidence and severity 
of rebounds could be reduced by adding salicylates and 
continuing these for several weeks after the steroid 
therapy was stopped. However, in the group of patients 
with severe cardiac involvement in the initial attack, as 
judged by significant cardiac enlargement, rebounds 
might be associated with pericarditis, further increase in 
heart size, or congestive failure. If there were no 
cardiac features in the rebound it subsided spontaneously, 
but frequently recurred if treated. No specific therapy 
for the primary rebound in this group seemed to reduce 
the occurrence of secondary rebounds. In a few 
patients “‘chronic’’ rheumatic activity of prolonged 
duration appeared, characterized by clinical rebounds 
not subsiding spontaneously and apparently unrelated 
to previous suppressive treatment. C. Bruce Perry 


_ 723. The Duration of Activity in Acute Rheumatic 


Fever 


A. R. and M. SpaGNuoio. Journal of the 


American Medical Association [J. Amer. med. Ass.] 175, 
1117-1119, April 1, 1961. 4 refs. 


The duration of rheumatic activity was studied in 265 
children and adolescents (aged 4 to 17 years) admitted to 
Irvington House, Irvington-on-Hudson, New York, with 
recent rheumatic fever. Rheumatic activity was con- 
sidered to have ended when the temperature and sleeping 
pulse rate were normal, the erythrocyte sedimentation 
rate (uncorrected Wintrobe value) was 20 mm. per hour 
or less, and the response to the serum C-reactive protein 
test was negative. Abnormalities in temperature and 
pulse rate were regarded as significant only if they had 
been present for 3 consecutive days. Other clinical 
signs of rheumatic activity did not occur unless there 
were changes in temperature and pulse rate or in the 
results of laboratory investigations. Abnormalities in 
pulse rate or temperature usually subsided before the 
results of laboratory tests became normal. Therefore 
cessation of rheumatic activity usually depended on the 
time when both the E.S.R. and the result of the C- 
reactive protein test became normal and remained 
normal after steroid and/or salicylate therapy was 
stopped. 

The mean duration of activity in the entire group was 
109 days; it was longer in patients with valvular involve- 
ment than in those without. In 31 patients originally 
treated with suppressive drugs clinical rebounds occurred 
which were not treated; the mean duration of activity in 
this group was 79 days in patients with no valvular 
involvement and 112 days in those with valvular involve- 
ment, figures which were almost identical with those for 


similar patients whose entire attack had been untreated. 
The authors state that this was an unexpected finding 
which “ suggests that the total duration of rheumatic 
activity remains essentially the same in most patients— 
rebound or no rebound, treatment or no treatment-—so 
long as the original course of therapy is not given for a 
period of time longer than the natural course of the 
original inflammation ”’. C. E. Quin 


CHRONIC RHEUMATISM 


724. Spontaneous Atlanto-axial Dislocation in Anky- 
losing Spondylitis and Rheumatoid Arthritis 

J. SHARP and D. W. Purser. Annals of the Rheumatic 
Diseases [Ann. rheum. Dis.] 20, 47-74, March, 1961. 
11 figs., 31 refs. 


Writing from the University of Manchester the 
authors describe the clinical features of spontaneous 
atlanto-axial dislocation, based on detailed observations 
of its occurrence in 22 patients with ankylosing spondy- 
litis and 26 with rheumatoid arthritis. The criterion for 
radiological diagnosis is the size of the gap between the 
front of the dens (odontoid process of axis) and the back 
of the anterior arch of the atlas. The authors had made 
available to them from a previous study 1,478 lateral 
radiographs of the cervical spine, taken in the mid- 
position, from a sample of the general population in 
which the prevalence of rheumatic disorders had been 
investigated. They conclude from their observations 
that a gap of more than 3 mm. is abnormal after the age 
of 45, although 4 mm. may be normal in younger people. 
It is also recommended that a film should be exposed 
with the neck fully flexed and another with the neck 
extended so as to detect any increase in the gap during 
flexion, a finding always indicating abnormality. 

By this criterion atlanto-axial displacement was found 
to be a relatively common event in patients with rheuma- 
toid arthritis. Thus the incidence was approximately 1 
in 15 in those with clinical evidence of the disease and 
almost 1 in 5 in those sufficiently severely affected to be 
admitted to hospital. Its frequency in ankylosing 
spondylitis could not be determined, but such evidence 
as was available suggested that it was less than in rheuma- 
toid arthritis. It was found as the investigation continued 
that fairly characteristic symptoms and signs of displace- 
ment could often be elicited in spondylitic patients, but 
such signs were much rarer in patients with rheumatoid 
arthritis. The commonest presenting symptom was 
pain in. the upper cervical, sub-occipital, and occipital 
areas; this was increased by sudden head movements, 
and when severe it radiated to the temporal and frontal 
regions. A complaint of the head falling forwards, and 
of difficulty in getting it back, was fairly common even in 
cases of mild displacement. Six of the rheumatoid 
arthritic and 7 of the spondylitic patients had evidence 
of cord damage, and this was more serious, the greater 
the narrowing of the spinal canal. Severe neurological 
symptoms were present in 3 out of 5 spondylitics and in 
4 out of 5 rheumatoid patients in whom the spinal canal 
was narrowed to 50% of the normal or less. 
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The authors state that spontaneous stabilization may 
occur without treatment. However, the majority of the 
patients described were treated by means of supporting 
collars, which usually produced good relief of pain and 
in some cases reduction of the degree of displacement 
and abnormal mobility. Four of the rheumatoid 
patients and 11 of those with spondylitis were treated by 
occipito-cervical fusion, the indications for this operation 
being marked neurological signs, severe pain, severe 
deformity, or an increase in the degree of displacement 
despite the wearing of acollar. The results of the opera- 
tion were excellent in all but one case. Kenneth Stone 


725. Electromyographic Investigations in Rheumatoid 
Arthritis. [In English] 

T. HauGe. Acta rheumatologica Scandinavica [Acta 
rheum. scand.| 6, 287-296, 1960 [received May, 1961]. 
8 figs., 8 refs. 


Electromyography was carried out at Rikshospitalet, 
Oslo, on 5 patients with rheumatoid arthritis. In a man 
aged 50 there was loss of muscle power due to rheuma- 
toid arthritis of the right metacarpo-phalangeal joints. 
Slight atrophy of the interosseous muscles was also 
present, but the results of clinical tests revealed no 
evidence of neurological disease. On electromyo- 
graphical examination of the first interosseous space, 
however, the fibrillation potentials indicated the presence 
of a peripheral motor neurone lesion. The changes were 
attributed to rheumatic inflammation of the tissues in the 
vicinity of a motor nerve. Another patient showed 
fibrillation potentials in the left anterior tibial muscle 
several months before pain and swelling developed in the 
knees. In the remaining patients pathological spon- 
taneous activity in the muscle tissue was demonstrated 
before the signs and symptoms of joint disease had 
become apparent. One patient included in the series had 
rheumatoid arthritis associated with chronic rheumatic 
inflammation of the spinal cord and a degenerative 
lesion of the neuromuscular system. In 4 out of 6 
control cases of rheumatoid arthritis fibrillation poten- 
tials indicated a lesion of the lower motor neurone, but 
it was not possible to correlate the findings with the 
presence or absence of muscle atrophy. § A. Garland 


726. Rapid Precipitation of the Rheumatoid Factor in a 
Solution of Boric Acid and Titration by the Agglutination 
of Sensitized Human Erythrocytes. (Précipitation rapide 
du facteur rhumatoide dans une solution d’acide 
borique et titrage par l’agglutination des hématies 
humaines sensibilisées) 

J. Baptn and H. Levesque. Revue du rhumatisme et des 
maladies ostéo-articulaires [Rev. Rhum.] 28, 101-107, 
March [received May], 1961. 25 refs. 

A rapid and simple method of precipitating the 
rheumatoid factor from sera for testing by haemag- 
glutination is described. It was found that if the serum 
was diluted in 20 volumes of 2% boric acid solution an 
adequate precipitate containing the rheumatoid factor 
could be obtained after 30 minutes. This fraction was 
shown to constitute, on average, 13-6°% of the serum 
total protein content in sera from patients with rheuma- 
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toid arthritis. It is claimed that this method of separating 
the globulin fraction is superior to the use of citrate— 
phosphate buffer both by enabling a greater amount of 
precipitate to be obtained in a short time and also by 
giving a more clear-cut result in the subsequent haemag- 
glutination test. It is suggested that this rapid and 
complete precipitation of the rheumatoid factor is due 
to a combination of boric acid with polysaccharides, 
which are known to be present in quantity in the rheuma- 
toid factor. G. W. Csonka 


727.. Study of the Use and Mode of Action of Synthetic 
Antimalarials in the Treatment of Rheumatoid Arthritis. 
(Etude sur l’emploi et le mode d’action des antimalari- 
ques de synthése dans le traitement de la polyarthrite 
chronique évolutive) 

J. Lecapére, H. Monier, F. BoNHOomME, and G. 
VILLE. Revue du rhumatisme et des maladies ostéo- 
articulaires [Rev. Rhum.] 28, 1-8, Jan.—Feb. [received 
April], 1961. 22 refs. 


The authors report the results obtained with synthetic 
antimalarial drugs in the treatment of 191 cases of 
rheumatic disease, mostly (156) of rheumatoid arthritis. 
A course lasted 4 to 6 weeks and some of the patients 
were given 8 to 12 such courses. Of the various drugs 
tried, it was found that for practicable purposes two 
chloroquine-type products and a diguanide were the 
only ones that were effective and well tolerated. The 
drugs were given in doses of from 100 to 900 mg. a day, 
either alone or in combination with other agents such as 
corticosteroids, gold, aspirin, and “ butazolidin ” 
(phenylbutazone); it was found that chloroquine often 
helped to reduce the maintenance dose of these drugs. 
No way was found of predicting which product or 
combination of products would suit a particular patient 
best. 

Of the 156 cases of rheumatoid arthritis treated, 100 
were regarded as having shown a very good or good 
response, and 12 out of 19 cases of ankylosing spondylitis 
responded similarly. True idiosyncrasy to chloroquine 
was rarely observed. Side-effects, usually in the form of 
digestive disturbances, occurred, but none were serious 
and all appeared to be reversible. The problem of 
intolerance was often solved by changing the drug. 
There was no evidence of any acquired resistance to 
chloroquine. The authors consider that the use of 
these drugs in the treatment of rheumatoid arthritis is 
well worth while; they are safe, cheap, effective, and in 
many cases their use permits of the reduction of the dose 
of other more powerful and more toxic agents to a safer 
level. B. E. W. Mace 


728. Rheumatoid Arthritis and Hepatocellular Injury. 
[In English] 

E. NETTELBLADT. Acta rheumatologica Scandinavica 
[Acta rheum. scand.] 6, 256-266, 1960 [received May, 
1961]. 2 figs., 36 refs. 


The author of this paper from Sédersjukhuset, Stock- 
holm, discusses the results of liver function tests carried 
out on 77 patients (22 male, 55 female), aged 18 to 64 
years, suffering from rheumatoid arthritis. Analysis 
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of the results did not reveal any apparent relationship 
between the activity of the disease and the serum level of 
either glutamic-oxalacetic transaminase or ornithine— 
carbamyl transferase. However, there was an increase 
in the serum level of the latter enzyme in 17 cases, which 
was believed to constitute evidence of a slight degree of 
liver-cell injury. It was also considered that patients 
with increased enzyme activity gave a better response to 
treatment with gold compounds or phenylbutazone than 
did patients in whom the serum enzyme levels were 
normal. No side-effects of gold treatment were en- 
countered. A correlation was established between the 
serum activity of the enzymes and a decrease in the 
erythrocyte sedimentation rate. 

The author points out that liver injury may result 
from gold and phenylbutazone therapy. As liver injury 
associated with icterus may produce remissions in cases 
of rheumatoid arthritis, it is possible that favourable 
results of gold therapy may be related to slight hepato- 
cellular damage. A. Garland 


729. The Borderline between Gout and Rheumatism: 
the Pseudo-gouty Form of Chronic Rheumatic Polyarth- 
ritis. (Aux frontiéres de Ja goutte et du rhumatisme: la 
polyarthrite chronique rhumatismale a form pseudo- 
goutteuse) 

P. RAVAULT, E. LeyEUNE, and J. MAITREPIERRE. Bulletin 
de I’Académie nationale de médecine [Bull. Acad. nat. 
Meéd. (Paris)] 145, 281-287, April 18, 1961. 26 refs. 


The authors draw attention to certain patients with a 
form of rheumatoid arthritis which resembles gout and 
describe 12 such cases occurring among a series of 800 
patients with rheumatoid arthritis. These cases showed 
large subcutaneous nodules on the elbows, ulnar borders, 
fingers, and Achilles tendon. In general, nodules super- 
ficially resembling the tophi of gout were found anywhere 
that such tophi occur, with the exception of the ear. On 


' X-Fay examination the patients showed punched-out 


“ cysts’ in the ends of the bones, also resembling those 
of gout. [The French word for this lesion is géode, but 
this term has already been used in English to designate a 
dilated lymph space.] The remaining findings in these 
cases were those of rheumatoid arthritis. 

A. St J. Dixon 


730. Interphalangeal Osteoarthritis Characterized by 
Painful, Inflammatory Episodes Resulting in Deformity 
of the Proximal and Distal Articulations é 
D. C. Crain. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 175, 1049-1053, March 25, 1961. 
4 figs., 11 refs. 


Among 23 cases of osteoarthritis of the interphalan- 
geal joints of the fingers recently investigated at George- 
town University Medical School, Washington, D.C., 
middle-aged women predominated, and in many cases 
a family history of the condition was elicited. In 
one family the changes in the hands were similar in 
mother and daughter; in another family 2 sisters pre- 
sented almost identical manifestations. 

The disease was characterized by acute episodes of 
pain associated with inflammation and eventual de- 


formity of the proximal and distal joints. Redness, 
swelling, local heat, and tenderness on pressure were 
observed during the acute phase. When the swelling 
increased in size there was severe impairment of function, 
and radiographs showed osteophyte formation, pro- 
gressive narrowing of the cartilage space, destruction of 
the epiphysial bone, and subluxation of the digits. In 
14 cases the terminal interphalangeal articulations were 
primarily affected, but for the most part the disease soon 
extended to all the interphalangeal joints, including those 
of the thumbs. Osteoarthritic changes were also ob- 
served in the cervical vertebrae. Other peripheral articu- 
lations remained free from the disease. 

Differential diagnosis was required from the painless 
degenerative disease of the terminal interphalangeal 
joints and the painful inflammatory phase of rheumatoid 
arthritis of the proximal interphalangeal joints. Sero- 
logical tests for the rheumatoid factor yielded negative 
results. As regards treatment, symptomatic relief was 
obtained from the intra-articular injection of hydro- 
cortisone. A. Garland 


731. Osteoarthrosis in Patients and Populations 
J. H. KELtGREN. British Medical Journal {Brit. med. J.] 
2, 1-6, July 1, 1961. 8 figs., 19 refs. 


COLLAGEN DISEASES 


732.. Clinical and Serological Features of Visceral 
Lupus Erythematosus. (Klinik und Serologie des vis- 
zeralen Lupus erythematodes) 

M. DOrner, M. ENDERLIN, H. SPIEGELBERG, and P. 
MiEscHER. Deutsche medizinische Wochenschrift [Dtsch. 
med. Wschr.| 86, 378-382, March 3, 1961, and 431-439, 
March 10, 1961. 2 figs., 43 refs. 


The authors have compared, at the Medical and 
Rheumatic Clinics of the University of Ziirich, the 
clinical and serological features in 48 patients with 
systemic lupus erythematosus (S.L.E.) with those in 48 
cases of rheumatoid arthritis (R.A.) and 5 in which the 
diagnosis lay between these two conditions. The 
criteria for the diagnosis of the different disorders are 
described. Of the patients with S.L.E., 75% were 
female compared with only 58.4% of those with R.A. 
There was some selection of the patients with rheumatoid 
arthritis, in that the more severe cases tended to be sent 
for examination. 

Clinically, fever, tiredness, gastro-intestinal dis- 
turbances, cardiac symptoms, involvement of the lungs, 
kidneys, and serous membranes, and enlargement of the 
liver, spleen, and lymph nodes were all more frequent in 
the patients with S.L.E.; a typical skin rash occurred in 
35.2% of these patients, but joint deformity was noted 
in only about 27%. Morning stiffness occurred in both 
groups. In the S.L.E. group there was a high incidence 
of mental symptoms which sometimes mimicked schizo- 
phrenia or severe depression. In some cases, however, 
the disease ran a very mild course and occasionally 
lesions histologically resembling those of Henoch— 
Schénlein purpura were seen; marked haemolytic 
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anaemia was found in 2 cases. Although anaemia and 
leucopenia were commoner in the patients with S.L.E., 
32 of them had leucocyte counts above 4,000 per c.mm. 
The L.E. test was positive in 75°%%, as compared with 
9-5°% of the patients with R.A. Homogenization of the 
nucleus without phagocytosis was noted in 13-1% of 
the latter, but in only 2-5°% of the former. 

Performance of the very sensitive conglutinin modifica- 
tion of the complement fixation test showed that 42-5°% 
of the patients with S.L.E. developed antibodies against 
histone, nucleoprotein, and notably deoxyribose nucleic 
acid (D.N.A.), but only 4-1% of those with R.A. did so; 
on the other hand 32% of the latter reacted with one of 
these antigens as compared with 10% of the patients 
with S.L.E. Thus multiple autoantibody production 
was a feature of the lupus patients. The Coombs 
consumption test, using nuclei as antigens, was positive 
in 97-5% of the lupus patients but in only 34-2°%% of the 
rheumatoid group; the figures for a positive latex 
fixation reaction were 42-5% and 89-6% respectively. 
Antibodies against thyroglobulin were found in 21% of 
the lupus patients. Although the formation of antibody 
against nucleoprotein and D.N.A. was characteristic of 
S.L.E., nearly all the known autoantibodies have been 
found in some cases of this disease, reflecting the loss of 
immunological self-recognition. 

In the differential diagnosis of S.L.E. it is noted that 
septicaemia, disseminated malignant disease, Hodgkin’s 
disease, rheumatic fever, and scleroderma must be ex- 
cluded. Difficulty arises when the typical rash is absent 
and the L.E. test is negative. When all tests for anti- 
body against nuclei are negative the diagnosis of S.L.E. is 
rarely tenable. Differentiation from rheumatoid arthritis 
may be impossible in the absence of pathognomonic 
biopsy findings characteristic of S.L.E. Particularly 
puzzling are those cases in which withdrawal of cortisone 
leads to exacerbation of rheumatoid arthritis with 
visceral involvement. 

The authors come to the conclusion that in spite 
of their apparent similarity these two diseases are 
clearly distinct in their clinical picture and the pattern of 
their serology. They suggest, however, that rheumatoid 
arthritis may provide a favourable soil for the develop- 
ment of systemic lupus erythematosus. 

G. L. Asherson 


733. The Heart in Scleroderma 
S. Oram and W. Stokes. British Heart Journal (Brit. 
Heart J.| 23, 243-259, May, 1961. 7 figs., 45 refs. 


This report from King’s College Hospital, London, 
and Stoke Mandeville Hospital, Aylesbury, describes the 
involvement of the heart in scleroderma in a personal 
series of 21 cases and in 28 cases found in the literature. 
There is a full review of previous work, which indicates 
that the heart is only rarely directly involved by the 
sclerodermatous process. The cardiovascular system 
may be affected by cor pulmonale as the result of lung 
involvement, by hypertension secondary to renal sclero- 
derma, or by direct involvement of the heart muscle. 

In generalized scleroderma the cardiac symptoms do 
not appear until late in the disease. They presage early 
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deterioration and death, the average survival being 30 
months after the onset of cardiac symptoms. The 
progress of the cutaneous disease and its relation to 
cardiovascular symptoms are extremely variable. Dys- 
pnoea, congestive cardiac failure, gallop rhythm, and 
mitral valvular incompetence occur commonly. Ab- 
normality of rhythm is rare, though atrial fibrillation and 
flutter do occur. Pain in the chest is a common symp- 
tom, though there is no evidence of coronary vascular 
disease at necropsy. Extensive pulmonary fibrosis may 
occur with minimal x-ray changes. Pulmonary func- 
tion may be impaired either as a result of reduced 
ventilation from involvement of the skin and muscles or 
of impaired diffusion through an alveolar-capillary 
block. The kidney may be infiltrated with scleroderma 
and if this is extensive death occurs from renal failure. 
Hypertension is unusual and when it occurs is pre- 
terminal. Death from this cause may be precipitated by 
steroid therapy. 

Radiological investigation shows an enlarged cardiac 
silhouette; less frequently interstitial fibrosis and cyst 
formation are seen in the lower lung zones, and pulmon- 
ary calcification has been reported. Spontaneous 
pneumothorax and pleural effusions may complicate the 
course of the disease. The authors point out that the 
finding of deposits of calcium scattered throughout 
the body in any case of obscure cardiopathy is of 
obvious importance since they may occur in scleroderma 
unaccompanied by other evidence of the disease. The 
commonest site is the fingers, especially near the tips, and 
although such patients usually have severe and obvious 
sclerodactyly, the calcinosis is occasionally an un- 
expected finding on routine radiology. Although the 
electrocardiogram may be normal in sclerodermatous 
heart disease, non-specific changes were in fact found in 
48 of the present 49 cases. The predominant changes 
were ventricular extrasystoles, prolonged P-R interval, 


right bundle-branch block, and T-wave changes.’ 


Changes typical of myocardial infarction in the absence 
of pain were considered to be suggestive of sclerodermal 
involvement. 

The pathological changes in the heart, which, in 
about half the present cases, was increased in weight, are 
those of infiltration with collagenous tissue together 
with atrophy of the intervening heart muscle. The 
latter occurs without evidence of impairment of blood 
supply. Pericarditis is common and a_ verrucous 
endocarditis may occur. The lung shows fibrosis of the 
alveolar wall and obliteration of the capillaries. Changes 
secondary to spillover from the obstructed oesophagus 
may also be seen. Patchy changes are seen in the 
kidney, but opinion is divided as to whether involvement 
of the renal vessels is the prime cause for this as hyaliniza- 
tion of the glomeruli, with capsular thickening and the 
so-called wire-loop appearance, is also seen. 

Treatment is unsatisfactory, though in the authors’ 
experience life may be prolonged by the use of corti- 
cotrophin or steroids in high dosage. Care in their 
administration to patients with renal involvement is 
necessary, for while 2 of their patients improved, one 
died as a result of an exacerbation of renal failure. 

J. S. Malpas 
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734. Electromyographic Findings in Scleroderma 

I. HAUSMANOWA-PETRUSEWICZ and A. KOZMINSKA. 
Archives of Neurology [Arch. Neurol. (Chicago) 4, 
281-287, March, 1961. 3 figs., 12 refs. 


This study, reported from the School of Medicine, 

Warsaw, was based on the electromyographic examina- 
tion of 14 cases of diffuse scleroderma (including acro- 
scleroderma) and 12 cases of morphoea. In the former 
group of patients, all females, 39 muscles, 28 in regions 
with sclerodermatous changes and 11 in apparently 
normal regions, were examined. In the 4 male and 8 
female patients with morphoea electromyograms were 
recorded from 28 muscles, of which 13 were in regions of 
sclerodermatous change and 15 were in uninvolved 
areas. 
All the patients were examined clinically, and other 
investigations included capillaroscopy, measurement of 
sensory chronaxie and of skin electrical resistance, 
recording of intramuscular temperatures, and histo- 
pathological examination. In recording the electro- 
myograms concentric needle electrodes were used, 3 
electrodes being inserted into each of the muscles 
investigated at different points and the position of the 
needle tips repeatedly changed by 5 to 10 mm. 

The authors tabulate their findings under the following 
headings: (1) spontaneous activity; (2) reaction to 
passive movement; (3) type of effort pattern; (4) in- 
tensity of polyphasia; (5) peak to peak amplitude ; and 
(6) mean potential duration. The results indicated that 
the features characteristic of myogenic inflammatory 
lesions comprise a complex interference pattern. Thus 
disturbances of effort gradation and low potentials of 
short duration with a high percentage of polyphasic 
potentials can be observed in diffuse scleroderma both 
in muscles underlying involved skin and in muscles 
distant from such areas. The decrease in potential 
duration was not only statistically significant but very 
marked. In cases of circumscribed scleroderma the 
abnormal features were noted in muscles underlying 
the skin lesions, but 9 out of 15 distant muscles examined 
gave normal electromyographic patterns. 

Kenneth Tyler 


735. Quantitative and Qualitative Analysis of Joint 
Stiffness in Normal Subjects and in Patients with Connec- 
tive Tissue Diseases 

V. WriGut and R. J. Jonns. Annals of the Rheumatic 
Diseases [Ann. rheum. Dis.] 20, 36-46, March, 1961. 
10 figs., 14 refs. 


The techniques for measuring stiffness of materials 
long used by physicists and engineers have been adapted 
by the authors, working at Johns Hopkins Hospital, 
Baltimore, for the precise measurement of joint stiffness 
in human beings, a symptom which has so far been 
mainly a subjective complaint. Moreover, by the 


techniques here described it has been possible to analyse 
joint stiffness into the five components recognized by 
physicists, these being the types of stiffness called elastic, 
viscous, inertial, frictional, and plastic. (The apparatus 
employed was more fully described in a previous paper 
(Bull. Johns Hopk. Hosp., 1960, 106, 215; Abstr. Wid 
Med., 1960, 28, 472).) Elastic stiffness is the major 
component of total joint stiffness, while plastic stiffness is 
smaller and viscous stiffness still less. In normal joints 
inertial stiffness makes no contribution and no friction 
is demonstrable. 

Measurements were made in the second metacarpo- 
phalangeal joint, both of normal joints under various 
conditions and of joints affected by rheumatoid arthritis. 
Physiological variation in stiffness of the normal joint 
was compared in 31 men and 31 women paired in regard 
to age within one year; this revealed a highly significant 
sex difference, the men showing the greater stiffness. 
Local cooling of the joint by immersion in ice water 
resulted in a 10 to 20% increase in stiffness. Local heat 
decreased joint stiffness; thus there was a 20°% decrease 
in stiffness with an overlying skin temperature of 45° C. 
compared with one of 33°C. There was a progressive 
increase in stiffness with advancing age in all subjects. 
Increased stiffness was also an effect of local oedema 
imitated by injection of saline solution around the 
capsule. In this test the injection of 4 ml. of saline into 
the flexor aspect produced a 33°% increase in stiffness on 
flexion and 9°% increase on extension. 

Involvement of the second metacarpo-phalangeal joint 
by rheumatoid disease considerably increases stiffness. 
As in normal joints elastic stiffness is the major com- 
ponent; frictional stiffness could be demonstrated only in 
severely damaged joints, and even then it accounted for 
only 1% of the total stiffness. Two women affected by 
systemic sclerosis, who complained of stiffness of the 
hands, showed elastic stiffness considerably greater than 
the normal for women of their age. Kenneth Stone 


736. Effect of Short Wave Diathermy on Radio-sodium 
Clearance from the Knee Joint in the Normal and in Rheu- 
matoid Arthritis 

R. Harris. Archives of Physical Medicine and Re- 
habilitation (Arch. phys. Med.) 42, 241-249, April, 1961. 
7 figs., 5 refs. 


The rate of removal of radioactive sodium from a 
tissue is a quantitative measure of local circulation and 
similarly the rate of clearance from the knee joint has 
been shown to be closely related to circulatory changes. 
At the Devonshire Royal Hospital, Buxton, the author 
has used this technique to study the knee-joint in normal 
subjects and patients with rheumatoid arthritis and 
reports the effect of short-wave diathermy. Rheumatoid 
knees were graded 0, 1, or 2 according to the degree of 
clinical activity of the joint. 
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There was an average increase in clearance rate of 
97°%% in the normal knee-joint after 20 minutes’ heating 
with short-wave diathermy. The rheumatoid joints 
showed initial clearance rates similar to normal joints for 
Grades 0 and 1, but for Grade 2 (major involvement) the 
average initial clearance rate was 100° greater than the 
normal, demonstrating the presence of hyperaemia. 
After 20 minutes’ diathermy joints of Grades 0 and 1 
showed an average increase in clearance of 60°%, but 
those of Grade 2 showed an average reduction of 25%, 
though the individual results varied considerably. The 
latter effect is similar to the effect of intra-articular 
hydrocortisone. This reduction of the hyperaemia of an 
active rheumatoid joint provides some rationale for using 
diathermy. — J. B. Millard 


737. Application of the Stretch and Hoffman Reflexes 
to the Objective Measurement of Spasticity 

O. E. Micuretra and M. LowenTHAL. Archives of 
Physical Medicine and Rehabilitation [Arch. phys. Med.| 
42, 258-264, April, 1961. 5 figs., 7 refs. 


The authors, writing from the New York Medical 
College, discuss spasticity and two methods of its evalua- 
tion. The first method is to record the muscle action 
potential from several skin electrodes over the belly of 
the quadriceps muscle in response to a standard stretch 
force applied by an electrically activated patella hammer. 
The maximum response is measured and is stated to be 
fairly constant and therefore could be used to test 
spasmolytic agents. The second method is to measure 
the Hoffman reflex by electrically stimulating the 
posterior tibial nerve and recording the direct and reflex 
action potentials of the gastrocnemius. In the normal 
subject a subliminal stimulus produces a reflex response 
after 30 to 32 milliseconds, and if the stimulus is in- 
creased this Hoffman response increases to a maximum 
and then decreases as the direct response increases. 
This response is greater in spastic conditions owing to 
exaggerated activity of the anterior horn cells and can be 
used as a “ quantitative’ measure of spasticity. If a 
constant stimulus is used the response remains the same 
for a long period of time and so can be used to test 
spasmolytic agents. The techniques are described and 
some results are given. J. B. Millard 


738. A Study of Abnormal Reflex Patterns in Spasticity: 
a New Application of Electrodiagnosis 

T. C. HOHMANN and J. GoopGoLp. American Journal of 
Physical Medicine [Amer. J. phys. Med.| 40, 52-55, 
April, 1961. 1 fig., 12 refs. 


In this paper the authors suggest that the “‘ H wave” 
phenomenon which is found in the electromyogram may 
be helpful in the diagnosis of certain lesions of the upper 
motor neurones. Pick-up surface electrodes on the 
gastrocnemius muscle can record on an oscillograph 
the action potential following electrical stimulation of 
appropriate mixed peripheral nerves in the leg. The 
record is twofold: first there is the H wave which is 
attributed to the reflex passage of the stimulus up the 
afferent nerve fibres to the cord and down the motor 
nerve to the muscle; when the current intensity is in- 
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creased the H wave is replaced by another, the “ M’’ 
wave, which is due to direct transmission along the 
efferent nerve fibres. The H wave is consistently found 
only when the posterior tibial nerve is stimulated with 
pick-up electrodes over the gastrocnemius. Teasdale 
et al. (Bull. Johns Hopk. Hosp., 1952, 91, 219) found that 
the H wave could be demonstrated in the anterolateral 
group of muscles of the leg in patients suffering from 
upper motor neurone damage. 

At New York University Medical Center, New York, 
the authors have investigated 71 patients suffering from 
upper motor neurone disease to discover in how many of 
them the H wave could be demonstrated in the anterior 
tibial group of muscles, and compared the results in 
these spastic patients with those found in 35 normal 
subjects. They report that the H reflex could be demon- 
strated in the anterior tibial muscles in 75°%% of the 
patients, but in only 5% of the controls. They therefore 
suggest that the finding of a positive H reflex in the 
anterior tibial muscles may help in the diagnosis of 
difficult cases of motor weakness. W, Tegner 


739. Functional Electrotherapy. Stimulation of the 
Peroneal Nerve Synchronized with the Swing Phase of the 
Gait of Hemiplegic Patients 

W. T. Liperson, H. J. Hotmquest, D. Scot, and M. 
Dow. Archives of Physical Medicine and Rehabilitation 
[Arch. phys. Med.] 42, 101-105, Feb., 1961. 3 figs., 
1 ref. 


Functional electrotherapy is defined as a replacement 
electrotherapy applied in patients “‘ with a central nervous 
system lesion, so that at the time of stimulation the muscle 
contraction has a functional purpose either in locomotion 
or in prehension or in other muscle functions”. At the 
Veterans Administration Hospital, Hines, Illinois, 7 
hemiplegic patients with pronounced gait difficulty due 
to an inverted dropped foot were fitted with an appliance 
consisting of an electrode over the peroneal nerve, an 
indifferent electrode, and an electric stimulator to produce 
contraction of the foot dorsiflexors and peroneal muscles. 
A switch device in the sole of the foot ensured that elec- 
trical stimulation and consequent dorsiflexion of the 
foot occurred only when the foot was off the ground. 
In all 7 patients a considerable improvement in gait was 
obtained by peroneal nerve stimulation in this way. 
Application of the active electrode required some care, 
but the current was well tolerated up to the maximum 
used (250 volts, 90 mA., 250 microsecond pulses). One 
patient, however, preferred not to use the appliance. It 
is pointed out that function?! electrotherapy of this kind 
might have other applications, but for larger muscles the 
problem of discomfort from the electrical stimulus would 
be greater; ways in which this might be overcome are 
discussed. B. E. W. Mace 


740. Biological Effects of Sunlight: Particular References 
to Pediatrics. [Review Article] 

R. S. ABERNATHY. American Journal of Diseases of 
Children [Amer. J. Dis. Child.] 101, 784-798, June, 1961. 
7 figs., bibliography. 
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741. Effectiveness of Various Operations for Trigeminal 
Neuralgia 

W. B. Hamsy. Journal of Neurosurgery [J. Neurosurg.] 
17, 1039-1044, Nov., 1960 [received Jan., 1961]. 4 figs., 
6 refs. 


The author describes his experience of different 
operations for the relief of trigeminal neuralgia which 
were carried out on 457 patients at Buffalo General 
Hospital, New York. Of 264 patients in whom the 
temporal approach with fractional section of the sensory 
root was employed, 7-5°%% required re-operation over a 
25-year period. When patients were included in whom 
this operation was performed after failure of other 
surgical procedures (43) the failure rate fell to 6-2% of 
307. Suboccipital rhizotomy was carried out on 35 
patients and failed to give lasting relief in 3 (8-6%). The 
failure rate with trigeminal tractotomy (performed 45 
times) was 27%, with the Norlén modification of the 
Taarnhoj ‘‘ decompression ’’ operation (performed 40 
. times) it was 47-5%, and with the “ radiculysis” of 
Shelden and Stender (performed 90 times since 1954) it 
was 7:5°%%. The author points out that the patients 
subjected to the decompression operation and radiculysis 
have not been observed for a sufficiently long period for 
adequate assessment of the real frequency of recurrence 
of symptoms after these operations. He considers that 
such “ sensation-sparing *’ operations are worth while if 
the patient is prepared to accept the “likely necessity ” 
of partial rhizotomy later. [It would have been in- 
teresting to learn in what proportion of patients treated 
by decompression or radiculysis reduced facial sensibility 
—subjective as well as objective—was found after 
operation. ] J. E. A. O’Connell 


742. X-ray Therapy in Myasthenia Gravis Pseudo- 
paralytica. (La roentgenterapia nella myastenia gravis 
pseudoparalitico) 

F. P. Bernini and M. Crocco Ecineta. Radiobiologia, 
radioterapia e fisica medica [Radiobiol. Radioter. Fis. med.] 
16, 58-80, 1961. 25 refs. 


Myasthenia gravis pseudoparalytica is attributed to a 
combination of dysfunction of the neuro-muscular plate 
and excessive production of a hormone, which is also 
possibly altered qualitatively, by the epithelial elements 
of the thymus gland. .Medical treatment (for example, 
with neostigmine) relieves the symptoms only. Surgical 
ablation of the thymus is technically difficult and liable to 
leave behind outlying thymic tissue. The purpose of 
irradiation is to destroy the secreting epithelium, which 
is much more radioresistant than the highly radio- 
sensitive medullary elements (thymocytes). This marked 
difference in sensitivity has been shown both in animals 
and in postoperative human specimens. Treatment 
should begin slowly as there may be a “ negative phase ” 
attributable to altered cell permeability under irradiation, 


with increased hormone passing into the circulation. A 
list of cases treated by irradiation is abstracted from the 
literature, with details of dosage. Reports of 2 personal 
cases treated at the Institute of Radiology and Physical 
Therapy of the University of Naples are given; in 
neither was there radiological enlargement of the thymus. 
X rays at 180 kV. were used, with anterior and posterior 
fields measuring 8x10cm. In the first case a total dose 
of 1,825 r. (in air) was given in 20 days, with great 
improvement, and repeated in 3 months. In the second 
case the total dose was 2,270 r., not repeated. Both 
patients were well at one year. X rays are considered 
the most effective treatment available for myasthenia 
gravis pseudoparalytica. J. Walter 


743. Mechanical and Temperature of Intact 
Skeletal Muscle in Patients with Muscular 

S. Y. Bore.no, E. BENDLER, and S. B. Becketr. Arch- 
ives of Physical Medicine and Rehabilitation [Arch. phys. 
Med.) 42, 226-232, April, 1961. 4 figs., 16 refs. 


The electrical and mechanical activity of the adductors 
of the thumb after stimulation of the ulnar nerve at the 
wrist was studied in 16 patients with childhood type 
muscular dystrophy, 5 patients with adult type muscular 
dystrophy, and 16 healthy subjects. In the patients with 
childhood type dystrophy there were marked abnormali- 
ties in the amount of tension, the contraction kinetics, 
the elastic properties, and the effects of activity, which 
were not found in the adult dystrophic patients. The 
authors suggest that the fundamental disease process 
differs in these two types of muscular dystrophy. They 
have also demonstrated that the changed mechanical 
responses in the childhood form of the disease cannot be 
explained by abnormally low muscle temperature. 

J. W. Aldren Turner 


BRAIN AND MENINGES 
744. Problems of Hypoxia in the Genesis of Cerebral 


Palsy 
J. B. Briertey. Cerebral Palsy Bulletin Palsy 
Bull.| 3, 29-33, 1961. 17 refs. 


Evidence for a period of hypoxia of some type is fre- 
quently encountered in the history of cases of cerebral 
palsy, however variable the final cerebral pathology may 
be. This hypoxia may arise as a result of, for example, 
neonatal asphyxia, maternal anaemia, in 
haemorrhage or subsequent epileptic seizures. 

Both the neurone and the cerebral capillary are dam- 
aged by hypoxia but the ultimate cerebral lesions com- 
monly involve a characteristic pattern of selectively vul- 
nerable structures which include cerebral cortex, Ammon’s 
horn, thalamus, amygdaloid nucleus and cerebellum. 
The various hypotheses advanced to explain this pattern 
of lesions are discussed with particular attention to that 
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of arterial compression. Reasons are given for believing 
that it is unlikely that hypoxic lesions can be ascribed to 
compression of arterial trunks. However, the possibility 
of arrest of blood-flow at an arteriolar or capillary level 
deserves consideration. 

An understanding of the fundamental mechanism of 
the hypoxic lesion demands experimental techniques by 
which physiological variables such as arterial, venous 
sinus and intracranial pressures and blood and tissue 
oxygen tensions can be recorded before, during and 
after a period of hypoxia.—[Author’s summary.] 


745. Electroencephalographic Changes in Ceylonese 
Boxers 

M. S. NESARAJAH, K. N. SENEVIRATNE, and R. S. WATSON. 
British Medical Journal [Brit. med. J.] 1, 866-868, 
March 25, 1961. 4 figs., 5 refs. 


Recent reports concerning the hazards of boxing, the 
observation that university students who became boxers 
showed changes in their attitude to work, and the signifi- 
cant abnormalities seen in the electroencephalogram 
(EEG) of boxers on routine medical examination, 
prompted the study herein reported from the University 
of Ceylon. 

The EEG was recorded in a group of 50 Ceylonese 
boxers [presumably all amateurs] who had been boxing 
for periods varying from 1 to 18 years and who appeared 
clinically normal and in 75 controls. The EEG was 
considered abnormal when large slow waves (4 to 7 
c.p.s.) or spontaneous spikes appeared repeatedly. 
In 30 of the boxers the EEG was abnormal. In one 
with a normal EEG bursts of abnormal activity were 
observed 3 months later when a record was taken 3 days 
after he had been knocked out. Only 6 of the controls 
had an abnormal EEG. This difference is statistically 
significant. H. S. Schutta 


746. Anticoagulant Therapy in Intermittent Cerebro- 
vascular Insufficiency. Follow-up Data 

R. G. Srexert, C. H. MILLIKAN, and J. P. WHISNANT. 
Journal of the American Medical Association [J. Amer. 
med. Ass.| 176, 19-22, April 8, 1961. 9 refs. 


Intermittent cerebrovascular insufficiency, defined as 
“recurrent transient episodes of focal neurological 
dysfunction owing to a temporarily inadequate supply of 
blood to a portion of the brain”, was diagnosed in 230 
patients at the Mayo Clinic. Continuous anticoagulant 
therapy was advised for all these patients, and they were 
followed up for one to 5 years after this advice was given. 
Of the 230 patients, 115 had continuous anticoagulant 
treatment from the time of diagnosis to the time of 
follow-up, 75 patients received anticoagulants for 3 to 12 
months only, and 40 patients did not in fact receive 
anticoagulants. In the group given continuous treat- 
ment the incidence of non-fatal cerebral infarction was 
3% and of fatal cercbral infarction 1%. The corres- 
ponding figures in the partially treated group after 
administration of anticoagulants ceased were 20% and 
12% and in the untreated group 33% and 8% respectively. 
Attacks of intermittent cerebrovascular insufficiency 
ceased in 80°% of the continuously treated patients and in 


25% of the untreated group. Of the patients receiving 
continuous therapy, 5-2°% died from cerebral haemor- 
rhage during treatment compared with 5-3°% of those 
who had discontinued treatment and 7:5°% of the un- 
treated group. Of the treated patients, 17°% suffered 
from haemorrhagic complications of anticoagulant 
therapy, excluding cerebral haemorrhage. 

The authors consider that their findings support the 
view that long-term anticoagulant therapy gives protec- 
tion from infarction to a significant proportion of 
patients with the syndromes of focal cerebral arterial 
insufficiency. 

[These results certainly appear impressive, although 
it would be unwise to draw firm conclusions from an 
uncontrolled trial.] Bernard Isaacs 


747. Cerebral Thrombosis in Patients under Fifty Years 
of Age 

C. E. Wetts and R. J. TimBerGer. Archives of Neurology 
[Arch. Neurol.(Chicago)] 4, 268-271, March, 1961. 8 refs. 


Seventy-seven patients under the age of 50 with cere- 
bral thrombotic episodes were studied [at New York 
Hospital—Cornell Medical Center] to determine whether 
their course differed significantly from that of older 
patients with cerebral thromboses. Only one of these 


77 patients died as a result of the acute episode of cerebral ° 


thrombosis. The mortality rate in this younger group 
was thus considerably lower than the 13°%%-21°% figure 
reported in groups unselected as to age. A 28°% mor- 
tality within 3 years has been previously reported in 
patients unselected as to age who survive one episode of 
cerebral thrombosis. In the present series only 4 patients 
were known to have died within 3 years after the cerebral 
thrombosis, while 40 others were followed for over 3 
years without recurrence. The long-term outlook as 
well as the immediate prognosis is better for this younger 
group of patients.—[Authors’ summary.] 


748. Bilateral Carotid Artery Thrombosis 

W. S. Firetps, W. H. Epwarps, and E. S. CrAwrorp. 
Archives of Neurology [Arch. Neurol. (Chicago)} 4, 369- 
383, April, 1961. 8 figs., 7 refs. 


The authors of this paper from Baylor University 
College of Medicine, Houston, Texas, state that the 
literature contains only 2 detailed studies of the necropsy 
findings in cases of bilateral complete carotid artery 
occlusion. Over a period of 6 years they examined by 
arteriography 646 patients with symptoms of cerebral 
arterial insufficiency or occlusion. Of this number, 16 
(15 males) had complete occlusion of the carotid system 
bilaterally. On the basis of the clinical and radiological 
findings these 16 patients were divided into three groups 
as follows: (1) 6 patients with a permanent though 
minimal neurological deficit, associated in 5 of them with 
radiologically demonstrable adequate collateral circula- 
tion; (2) 7 patients in whom arteriography or post-mortem 
examination revealed impaired or absent collateral 
circulation; and (3) 3 patients seen promptly after an 
acute occlusion with severe deficit and uncertain 
collateral circulation in whom surgery restored circula- 
tion. 
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In the patients in Group 3 a recent occlusive thrombosis 
had occurred in the carotid artery of the one side where 
previous complete occlusion existed in the contralateral 
vessel. The first patient was operated on 10 hours after 
the onset of the left hemiparesis and circulation was 
restored by a right carotid thromboendarterectomy after 
arteriography had revealed bilateral carotid occlusion. 
The patient had no residual deficit 6 months later. In 
the second patient arteriography showed left internal 
carotid occlusion and within an hour of the development 
of a right hemiparesis a fresh thrombus was removed. 
He subsequently made an almost complete recovery. 
The third patient died after exploration of the right 
carotid artery. 

From these cases the authors conclude that bilateral 
total carotid occlusion is compatible with survival. 
Although there were 6 deaths in the series, only 3 were 
due to the neurological defect (2 patients died from 
cardiac disease and one from a cerebellar neoplasm). 
Of the 10 survivors, 6 were able to return to their normal 
occupations, 3 had varying degrees of motor and speech 
defect, and one was demented. The initial unilateral 
occlusion in all cases had occurred without producing 
any permanent neurological deficit. Stenosis and 
occlusion on the other side were followed by severe 
damage in a proportion of cases. In the authors’ view 
when unilateral total occlusion is found the patency of 
the contralateral carotid vessel should be investigated 
and stenosis, if present, should be corrected surgically. 
Failure to do this may be disastrous if the collateral 
circulation is defective—that is, the anterior and posterior 
communicating arteries and anastomosis between the 
ophthalmic and external carotid arteries. 

The paper includes excellent reproductions of arterio- 
graphs and the cases are described in detail. 

J. B. Foster 


749. Benign Myalgic Encephalomyelitis in Newcastle 
upon Tyne 

J. H. Poor, J. N. WALTON, E. G. Brewis, P. R. ULDALL, 
A. E. Wricut, and P. S. GARDNER. Lancet [Lancet] 1, 
733-737, April 8, 1961. 1 fig., 13 refs. 


At the end of 1959 there- was a small outbreak of 
benign myalgic encephalomyelitis in a girls’ training 
college in Newcastle upon Tyne. 46 out of about 200 
students in the college were affected and 2 of the resident 
staff. 26 cases were mild, and, in the absence of a known 
outbreak, would probably have remained undiagnosed. 
10 of the students had a severe illness with signs of 
nervous-system involvement. 

The signs and symptoms were those observed in other 
outbreaks—initial headache, fever, myalgia, muscular 
weakness, and emotional lability. In the severe cases 
the course of the disease was lengthy with repeated 
Temissions and relapses. Muscular fatigue on slight 
exertion and gross disproportion between the severity of 
muscular weakness and incoordination on the one hand 
and objective neurological signs on the other are charac- 
teristic of the disease. Emotional upset was sometimes 
so great as to suggest hysteria. No virus was isolated 
and no pathogenic bacteria could be cultured despite 
extensive virological and bacteriological investigations. 


Treatment was purely symptomatic. Antibiotics were 
of no value. 

The cases occurred in a completely random fashion. 
No males were affected. All available evidence suggests 
that benign myalgic encephalomyelitis is an infection but 
this cannot be confirmed at present.—[Authors’ sum- 
mary.] 


750. Myalgic Encephalomyelitis 
J. L. Price. Lancet [Lancet] 1, 737-738, April 8, 1961. 
5 refs. 


Benign myalgic encephalitis is usually epidemic, but 
isolated mild cases, which are hard to diagnose with 
certainty, may be met. Two patients, who had no 
contact with any known case of myalgic encephalitis or 
with any other well-defined virus illness, had severe 
attacks of the disease. Both patients had trivial upper- 
respiratory-tract infections, which were followed by 
clouding of consciousness and disseminated nervous- 
system signs. Both had to be treated in a respirator for 
respiratory dysrhythmia. During convalescence they 
were emotionally labile, tired easily, and had repeated 
minor relapses. 

Myalgic encephalitis differs from acute disseminated 
encephalomyelitis in causing paresis with retention of the 
deep reflexes, and in showing very slight electroencephalo- 
graphic changes. Pathognomonic features are the 
difficulty in initiating movement, with unusual tremor on 
volition, and rapid fatigue of the muscles involved. 
This illness is probably commoner than is generally 
realised, and may be mistaken for hysteria, glandular 
fever, or myalgia.—[Author’s summary.] 


751. Lesions in the Central Nervous System in the 
Course of Herpes Zoster. (Lasion des Zentralnerven- 
systems in Verlaufe der Erkrankung an Herpes zoster) 
A. K. Kro6, M. Duniewicz, and J. DosiA8. Wiener 
Zeitschrift fiir Nervenheilkunde und deren Grenzgebiete 
[Wien. Z. Nervenheilk.| 18, 224-235, 1961. 5 figs., 
18 refs. 


Seven cases of herpes zoster with complications in the 
central nervous system are reported from the Clinic for 
Infectious Diseases, Prague. Aseptic meningitis occurred 
in 4 cases, encephalomyelitis in one, and peripheral nerve 
palsies in 2. One of these last patients had facial palsy 
and the other simultaneous polyradiculoneuritis. The 
latter patient died, this bad prognosis being in accordance 
with experience reported in the literature. J. Hoenig 


752. Septicaemia Due to Colonization of Spitz—Holter 
Valves by Staphylococci: Five Cases Treated with Methi- 
cillin 

R. P. CALLAGHAN, S. J. CoHeN, and G. T. STEWART. 
British Medical Journal [Brit. med. J.| 1, 860-863, March 
25,1961. 4 figs., 4 refs. 


The treatment of progressive hydrocephalus by a 
ventriculo-caval shunt requires the insertion of a Spitz— 
Holter valve. The authors of this paper from the 
Hospital for Sick Children, Great Ormond Street, Lon- 
don, and Queen Mary’s Hospital for Children, Car- 
shalton, Surrey, report the occurrence of 5 cases of 
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septicaemia from infection at the site of operation. In 
3 cases infection was due to Staphylococcus albus and 
in 2 to Staph. aureus. Systemic treatment with anti- 
biotics, including methicillin, failed to control the infec- 
tion, but when this was combined with cerebral intra- 
ventricular administration of methicillin the symptoms 
disappeared. However, they recurred when this was 
discontinued. The complete cure necessitated removal 
of the valve. Methicillin was given for long periods 
both systemically and intraventricularly without signs 
of toxicity. In the cases of infection with Staph. albus 
the organisms gradually acquired a degree of resistance 
to the drug, but Staph. aureus did not. 
R. Wyburn-Mason 


753. Transient Focal Abnormalities in the Electro- 
encephalogram after Stereotactic Operations on the Basal 
Ganglia. (Voriibergehende Herdveranderungen im EEG 
nach stereotaktischen Operationen an den Basalganglien) 
J. A. GANGLBERGER. Archiv fiir Psychiatrie und Nerven- 
krankheiten [Arch. Psychiat. Nervenkr.] 201, 528-548, 
1961. 7 figs., bibliography. 


‘The electroencephalographic (EEG) changes in 120 
patients after stereotactic operations on the pallidum and 
thalamus for Parkinsonism are described in this paper 
from the Neurosurgical Clinic of the University of 
Freiburg. They were transient and were the same after 
both types of operation. In the first week after opera- 


- tion focal abnormalities were absent in 6-6°% of cases, 


slight in 18-3°%, moderate in 40%, and severe in 35%. 
In 15-83% the opposite side seemed to be affected. 
The EEG abnormalities varied and were non-specific, 
but had in common that they appeared intermittently. 
They had usually disappeared by the end of the 6th 
postoperative week. The maximum abnormality ap- 
peared fronto-temporally in 51-6°% of cases, frontally in 
30%, and fronto-parietally in 11-6%%. The abnormalities 
are interpreted as an expression of the protective or 
phylactic function of the brain (Grey Walter), which is 
abandoned after the re-establishment of cerebral homoeo- 
stasis. J. Hoenig 


EPILEPSY 


754. Adrenocortical Function in Epilepsy. II. The Role 
of Corticosterone in the Mechanism and Management of 


Epilepsy 

P. F. Bray, V. C. Kerrey, G. Zapata, and R. S. Ety. 
Neurology (Neurology (Minneap.)] 11, 246-250, March, 
1961. 19 refs. 

The authors have been prompted to search for evidence 
of an interaction between the adrenal cortex and the 
central nervous system by the results of several suggestive 
clinical and laboratory investigations. In a previous 
study (Neurology (Minneap.), 1960, 10, 842) of the meta- 
bolism of hydrocortisone in patients with epilepsy they 
found that this was not significantly different from that 
in healthy subjects, and they have therefore now turned 
their attention to corticosterone, the role of which in 
normal metabolism remains uncertain. 


In the present study, carried out at the University of 
Utah, Salt Lake City, it was shown that epileptic patients 
as a group have high blood levels of corticosterone, and 
when large amounts of this hormone are given intra- 
venously to these patients it is removed from the blood 
more slowly than in non-epileptics. These findings did 
not differ between patients receiving “ dilantin ” (pheny- 
toin sodium) and those receiving no treatment, and 
dilantin was shown to have no influence on blood corti- 
costerone levels when given experimentally to dogs. 
Further, no beneficial effects were noted when corti- 
costerone was given to 5 patients who suffered from 
refractory major seizures, in spite of evidence from animal 
studies that corticosterone may apparently raise a low 
seizure threshold towards the normal. J. B. Stanton 


755. Treatment of Epilepsy with ca-Ethyl-a-methyi- 
succinimide (P.M. 671) 


N.Gorpon. Neurology [Neurology (Minneap.)] 11, 266- 
268, March, 1961. 3 refs. 

From Booth Hall Children’s Hospital, Manchester, 
the author describes the effects of P.M. 671 (a-ethyl-a- 
methylsuccinimide) on the seizures of 28 patients with 
various forms of epilepsy which had previously been 
inadequately controlled. Of 16 of these patients who 
were suffering from petit mal, the attacks in 6 (all under 
13 years of age) were completely controlled, in 2 their 
frequency was reduced by 75%, and “‘ some reduction ” 
in the number of seizures was obtained in 7 more by 
treatment with P.M. 671; one child in this group was 
unable to swallow the capsules. Of 4 patients with 
myoclonic epilepsy in addition to more severe seizures, 
2 were made worse by P.M. 671 and 2 remained un- 
changed. The remaining 8 patients suffered from mixed 
petit mal and grand mal with evidence of brain damage, 
and none of this symptomatic group of epileptics was 
improved by P.M. 671. The dosage ranged from 250 
mg. given twice to five times a day; apart from rare 
nausea and vomiting, no adverse side-effects were seen. 

[P.M. 671 (ethosuximide) is now readily available in 
Great Britain under the names of “ zarontin” and 
** emeside ”’.] J. B. Stanton 


756. A New Anticonvulsant: Ciba 16-0-38 or Eliptene. 
Its Value in Resistant Epilepsy. (Un nouvel anticon- 


vulsivant: la préparation Ciba 16-0-38 ou élipténe. . 


Son intérét dans les épilepsies rebelles) 

J. VERDEAU-PAILLES. Annales meédico-psychologiques 
[Ann. méd.-psychol.] 119, 501-518, March [received 
May], 1961. 7 refs. 

This paper describes the use of “ eliptene” (Ciba 
16-0-38) in the treatment of refractory cases of epilepsy. 
This substance is, like “‘ doriden” (glutethimide), a 
derivative of glutarimide, but does not possess the same 
hypnotic properties. Animal studies have shown that 
it has definite anticonvulsive properties, low toxicity, and 
the ability to potentiate other anticonvulsants, especially 
hydantoinates. For these reasons it was used by the 
author for the treatment of 7 otherwise incompletely 
controlled epileptics, being given in all cases in addition 
to the patients’ previous medication; the 7 case histories 
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are given in detail. The author concludes that eliptene 
is of value, particularly in association with other anti- 
convulsants, the dosage of which can often be reduced 
with consequent relief from side-effects. The drug 
appears to be effective in grand mal, epileptic equivalents, 
and epileptic behaviour disorders. In the author’s 
patients undue somnolence and toxic side-effects were not 
seen; askin rash which occurred in a few cases responded 
to a reduction in the dosage of eliptene. [This dosage, 
however, is nowhere clearly stated.] J. B. Stanton 


757. Epilepsy and Behaviour Disorder in Schoolchildren. 
[Review Article] 

L. E. KEATING. Journal of Mental Science [J. ment. Sci.] 
107, 161-180, Jan. [received March], 1961. Biblio- 
graphy. 


DISSEMINATED SCLEROSIS 


758. Paroxysmal Motor Episodes as Early Manifesta- 
tions of Multiple Sclerosis 

L. ZeLpowicz. Canadian Medical Association Journal 
[Canad. med. Ass. J.| 84, 937-941, April 29, 1961. 
26 refs. 


Attention is drawn to the brief and recurring episodes 
of sudden motor weakness, followed by rapid recovery, 
which occur in the early stages of disseminated sclerosis. 
Between these episodes the patient may be symptomless 
and the results of neurological examination may be 
negative, the episodes often being attributed to psycho- 
neurosis. In this paper from the University of British 
Columbia, Vancouver, a study is reported of 12 cases of 
recurrent attacks of weakness of motor function, 4 of 
which are described in some detail. In all the patients 
there was sudden loss of power lasting for a few minutes 
in one or more limbs, usually the legs, the patient com- 
plaining of unexpected falls”’, “legs collapsing and 
“objects dropped out of the hands”. The attacks 
usually occurred in a state of full consciousness and 
when the patient was walking or running; sometimes 
they seemed to be aggravated by emotional factors. 
Subsequently the patients showed a tendency to progres- 
sive paralysis, particularly in the limbs affected by the 
transient attacks of weakness, but the ultimate diagnosis 
of disseminated sclerosis was delayed for many years; 
only 3 cases were diagnosed within 3 years and one case 
after 21 years. It is considered that these transient 
episodes constitute early symptoms of disseminated 
sclerosis and may forecast the occurrence and the 
location of future paralysis. Hugh Garland 


759. Problems in the Treatment of Disseminated Scler- 
osis. (K sBompocy © MHOMECTBEHHOrO 
cKmeposa) 

A. S. Pencik. Coeemcxan Meduyuna [Sovetsk. Med.} 
25, 101-104, Feb., 1961. 10 refs. 


The number of hypotheses concerning the aetiology of 
disseminated sclerosis is greatly surpassed by the number 
of recommended treatments. In this study 28 patients 
were treated by an intramuscular drip of “ amino- 

s 


krovin ” (a product of the acid hydrolysis of erythrocytes 
and clots of human blood containing 0-8 to 1% of 
nitrogen in the form of amino-acids and polypeptides), 
250 ml. being infused twice a week for 4 or 5 weeks; 
this dosage, however, had to be subsequently reduced to 
100 ml. once a week for 4 or 5 weeks. Of the 28 patients, 
17 improved, 8 remained unchanged, and 3 deteriorated. 
Electrophoretic studies failed to reveal any definite 
changes in the pattern of the serum protein fractions. 

Another method of treatment tried was the sub- 
cutaneous injection of oxygen. It is well known that 
this form of therapy intensifies the activity of the 
oxidation-reduction systems, reduces the blood choles- 
terol level, and restores the serum protein fractions to 
normal; it has been successfully used in the treatment of 
the acute infections of the central nervous system. 
Further studies with !31I have shown that a majority of 
patients with disseminated sclerosis display a tendency 
to hyperthyroidism, an additional indication of in- 
creased oxygen requirement. So far 198 patients in 
various stages of the disease have been treated by this 
method. By means of Bobrov’s blood transfusion 
apparatus 200 to 250 ml. of oxygen are given every 3 or 4 
days to a total of 8 to 10 treatments. Of the treated 
patients, 80°, improved compared with 60% of the 
controls. It appears therefore that oxygen therapy can 
be added with advantage to any of the usual treatments 
of disseminated sclerosis already being given. 

In addition, the author suggests that in view of the 
fact that this disease is almost unknown among the 
native population of Soviet Central Asia—in contrast to 
countries with a cool, humid climate—it is advisable to 
move patients for treatment to areas with a climate 
similar to that of Central Asia. S. W. Waydenfeld 


760. Spasticity and Spasms in Disseminated Sclerosis 
Treated with ‘‘ Librium’’. (Spasticité et spasmes de la 
sclérose en plaques, traités avec le Librium) 

M. Lunp and M. LANGKILDE. Schweizer Archiv fiir 
Neurologie, Neurochirurgie und Psychiatrie [Schweiz. 
Arch. Neurol. Neurochir. Psychiat.] 87, 241-247, 1961. 


The authors have attempted at Copenhagen Amts 
Sygehus, Glostrup, Denmark, to assess objectively the 
effects of “‘ librium ”’ (chlordiazepoxide) on the spasticity 
and spasms in 2 patients with spastic hemiplegia and 11 
in the remission phase of disseminated sclerosis. The 
patients were treated in two groups, one first receiving a 
9-day course of librium, 25 to 75 mg. daily, followed by a 
placebo for a further 9 days, while the second group 
were given the two substances in the reverse order. 
The results, which were assessed independently every 3 
days by a physiotherapist, a nurse, and a physician 
according to a graded scheme, showed that in 7 cases 
there was definite improvement during the period of 
treatment with librium, in another 7 there was no 
improvement, and one patient became worse during this 
period. [This total figure of 15 apparently includes 2 
patients who were, according to the text, eliminated 
from the trial.] The authors conclude that librium 
diminishes the spasticity and the spasms of disseminated 
sclerosis. J. B. Cavanagh 
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761. Nervous-system Glycoproteins in Mental Disorders. 
I. A Study of the Changes in Cerebrospinal-fluid Glyco- 
proteins and in Clinical Status with Electroshock Therapy 
and with Pharmacotherapies 

S. Bococu, K. T. Dusstx, and P. ConrAN. New England 
Journal of Medicine (New. Engl. J. Med.| 264, 521-529, 
March 16, 1961. 4 figs., 15 refs. 


The authors, working at Harvard Medical School and 
the Massachusetts Mental Health Center, Boston, have 
made repeated estimations of the glycoprotein content 
of cerebrospinal fluid (C.S.F.) in various psychiatric 
disorders and attempted to show that these are correlated. 
The mental states of 24 patients in various diagnostic 
categories and undergoing various physical therapies 
were recorded independently by the clinicians at weekly 
intervals; C.S.F. glycoprotein values were also deter- 
mined independently, and at the end of the study the 
results of both investigations were correlated. Patients 
from general hospitals were used as controls, the C.S.F. 
being withdrawn just before a minor surgical operation. 

The authors’ previous findings had suggested that there 
is an indication of grouping of concentrations of particu- 
lar C.S.F. glycoproteins in relation to various psychiatric 
disorders. For example, the hexosamine level is raised 
while the hexose level is normal in chronic brain dis- 
orders; in mania both hexosamine and hexose levels are 
raised; and in depressive psychosis hexosamine and 
hexose levels are normal, but the neuraminic acid level 
is high. The present study, however, demonstrates that 
results can be very varied both in different diagnostic 
categories of mental disorder and also amongst individual 
patients suffering from these diseases. But from the 
data presented on individual patients, with their case his- 
tories, it appears that clinical conditions may be reflected 
in determinable neurochemical changes in the C.S.F. of 
these patients. 

{In order to grasp the whole work the reader should 
refer to previous publications on the subject by these 
authors (A.M.A. Arch. gen. Psychiat., 1959, 1, 441; J. 
biol. Chem., 1960, 235, 16; Amer. J. Psychiat., 1960, 
116, 743, and 117, 409; see also Abstr. Wid Med., 1960, 


27, 486).] N. Rathod 
762. Countertransference Problems of the Liaison 
Psychiatrist 


M. MENDELSON and E. Meyer. Psychosomatic Medicine 
[Psychosom. Med.| 23, 115-122, March-April, 1961. 
8 refs. 


In this paper from Johns Hopkins Hospital, Balti- 
more, a study is reported of the countertransference prob- 
lems of the consulting psychiatrist who is requested to 
assess and treat patients in the medical and surgical 
wards of a general hospital. The authors discuss the 
problems raised by 60 such requests covering a wide 
range of illnesses, the majority of the medical conditions 
being of a serious nature and occurring in elderly patients. 


Countertransference is broadly defined as consisting of 
those emotional reactions on the part of the psychiatrist 
which interfere with his clinical effectiveness. Some 
typical situations are described with clinical examples. 
First, the consultative setting may be fraught with in- 
herent difficulty owing to interpersonal dissension among 
the medical staff as to the desirability of obtaining a 
psychiatric opinion. Secondly, where the patient’s 
organic illness is potentially hopeless the psychiatrist’s 
own sense of futility may impede his clinical usefulness. 
Thirdly, medical patients with associated severe person- 
ality disorder may produce within the psychiatrist a sense 
of frustration which is anti-therapeutic. Fourthly, an 
adverse family situation associated with a medical dis- 
order may seem, but does not necessarily prove, to be 
unrewarding therapeutically. 

Emphasis is placed upon the role of the psychiatrist’s 
own defence mechanisms—for example, denial and avoid- 
ance—in such cases. It is important for treatment that 
he should be aware of his countertransference reactions. 

A. Balfour Sclare 


763. Influence of Psychodynamic Factors on Central 
Nervous System Functioning in Young and Aged Subjects 
S. I. Conen, A. J. Smi-veRMAN, and B. M. SHMAVONIAN. 
Psychosomatic Medicine [Psychosom. Med.} 23, 123-137, 
March-April, 1961. 1 fig., 24 refs. 


An investigation of the relationship of psychodynamic 
and neurophysiological factors in the perception of 
auditory stimuli by young and elderly subjects was car- 
ried out at Duke University Medical Center, Durham, 
North Carolina. A group of 10 male students aged 20 
to 24 years and a group of 10 elderly males aged 60 to 
79 years were matched for intelligence level and physical 
and mental health. They were presented with pure tones, 
neutral phrases, and emotionally charged phrases specific- 
ally designed for the young and old groups, while skin 
resistance was continuously measured as an index of 
neurophysiological activity. After the experiment the 
subjects were interviewed in order to evaluate their 
recall of the experimental details as well as the meaning 
of and affective response to the test situation. 

The students showed a higher number of non-specific 
fluctuations in skin resistance and in the interview recog- 
nized more of the test phrases when confronted with 
them than did the elderly subjects. The level of arousal 
produced by each expression was determined by ‘the 
number of non-specific fluctuations occurring before and 
after presentation of the words. Those expressions 
causing the highest degree of arousal in the young sub- 
jects were accompanied by a high degree of “ forget- 
ting”, which strongly resembled the psychological 
mechanisms of repression and denial. 

The elderly subjects displayed a strong need to per- 
form well in the experiment, while the young ones per- 
ceived the situation as being designed to disclose informa- 
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tion concerning their feelings and values. These atti- 
tudes influenced their cognitive responses. In some 
instances a false recall was connected with the psycho- 
dynamic meaning of the phrases. 

In general the results indicated that studies of per- 
ceptual and cognitive functions require to take into 
account the psychodynamic connotation of the experi- 
mental stimuli. A. Balfour Sclare 


764. Accident Neurosis 

H. Mirier. British Medical Journal [Brit. med. J.] 1 
919-925, April 1, 1961, and 992-998, April 8, 1961. 
15 refs. 


In a survey of accident neurosis at the Royal Victoria 
Infirmary, Newcastle upon Tyne, 200 patients (152 male, 
48 female) who had suffered a head injury and were 
referred for medico-legal assessment were studied clinic- 
ally. Their ages ranged from 2 to 84 years, the average 
being 42 years. 

Among this group of patients there were 47 instances 
of psychoneurosis; another 22 patients had a post- 
concussional syndrome complicated by psychoneurotic 
features and a further 9 had endogenous depression. 
Neurosis occurred more frequently when the head injury 
had been trivial rather than serious. Furthermore, 
psychoneurotic symptoms were commoner in those whose 
pre-accident personality had been relatively stable, but 
who had a below-average intelligence level and belonged 
to Social Class IV or V. The neurotic patients in this 
series, unlike the depressive cases, had proved remark- 
ably refractory to treatment. A follow-up examination 
of 50 of the 200 patients was carried out 2 years after legal 
settlement of their claims, when it was found that only 2 
remained disabled. 

The important role of potential financial compensation 


in maintaining the psychoneurosis is emphasized. Pa- 


tients with accident neurosis usually ascribe the original 
injury to the culpability of another party. It is con- 
sidered that the contemporary social framework of the 
British Welfare State is conducive to the occurrence and 
maintenance of this type of disability. 

A. Balfour Sclare 


765. The Mental Level in 47 Cases of “True Kline- 
felter’s Syndrome’’. [In English] 

J. Rapocu and I. SipovA. Acta endocrinologica [Acta 
endocr. (Kbh.)| 36, 404-408, March, 1961. 6 refs. 


It having been reported by various authors that there 
is a high incidence of mental deficiency in men with 
female sex chromatin patterns (“‘ true Klinefelter’s syn- 
drome ”’), the authors have examined 47 such patients 
at the Sexological Institute of Charles University, 
Prague. Most of the patients had originally been exam- 
ined on account of sterility. The sex chromatin was 
assessed from the oral mucosal smear according to the 
technique of Kosenow et al. (Klin. Wschr., 1957, 35, 826). 
Psychological examination consisted in taking a detailed 
social history and carrying out Raven’s test. 

None of the patients with female nuclear sex had 
attained university standard, 20 had poor school records, 
and in one in 4 the test score on Raven’s matrices was 
subnormal. There were only 2 cases in which the test 


results were above average. The patients were divided 
into two subgroups (adequate testicular activity and 
eunuchoid level) according to volume of ejaculate in 
an attempt to assess the correlation between the results 
of Raven’s test and testicular androgenic activity. 
Statistical evaluation showed that testicular activity did 
not significantly affect the test results. This supports 
the view that the function of the nervous system is de- 
ranged as well as the activity of the sex glands in Kline- 
felter’s syndrome. It is stated that in 50% to 65% of 
cases oligophrenia has its origin before birth. This 
investigation points to a simple method of defining a 
group of patients in whom one would expect to find a 
poor intellectual development. M. R. Medhurst 


766. Depressive Syndromes in the Second Half of Life. 
(Depressive Bilder in der zweiten Lebenshilfte) 

V. ALSEN and F. ECKMANN. Archiv fiir Psychiatrie und 
Nervenkrankheiten [Arch. Psychiat. Nervenkr.] 201, 483- 
501, 1961. 37 refs. 


In this investigation, carried out at the University 
Neurological Clinic, Miinster, only patients who had 
never had any psychotic illness before the age of 40 were 
included. Those with depression constituted 3-7% (86) 
of a total of 2,295 in-patients treated during 1954, the 
group containing more women (46) than men (40). A 
follow-up was carried out during 1959-60, when it was 
ascertained that 14 patients were no longer alive; 
among these men preponderated (9:5). Among the 76 
patients who could be followed up there were only 3 
cases of endogenous psychosis; none of them was of the 
endogenous depressive type. In 40 cases there was an 
endoform picture with more or less pronounced organic 
features. In 25 there was a frank organic state accom- 
panied by hypochondriacal or affective changes. Eight 
patients showed organic changes, but the clinical picture 
was strongly influenced by constitutionally abnormal 
personality traits. The most frequent pathogenic factor 
was cerebral vascular disease. J. Hoenig 


SCHIZOPHRENIA 


767. Serum Oxidase Tests and Schizophrenia 

A. I. M. Jenkins, and A. DuKkay. Archives 
of General Psychiatry [Arch. gen. Psychiat.] 4, 395-403, 
April, 1961. 46 refs. 


Since there is no general agreement that the serum of 
schizophrenic patients has significantly greater amine 
oxidase activity than that of healthy subjects the authors 
set out to examine this hypothesis. The patients, schizo- 
phrenic and non-schizophrenic, were drawn from the 
hospital population of Ypsilanti State Hospital, Michigan, 
but only cases in which 3 psychiatrists had independently 
reached the same diagnosis were included. Drugs were 
omitted, the diet was standardized, and 3 weeks were 
allowed before baseline determinations were made. 
Serum oxidase levels were determined by the standard 
procedures. Under these conditions of dietary and en- 
vironmental control patients were studied when they 
were “resting” and also after various stressful stimuli 
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—administration of corticotrophin (ACTH), adrenaline, 
and methacholine and also auditory feed-back. , 

No differences in the serum oxidase levels were observed 
between schizophrenic and non-schizophrenic patients or 
between acute and chronic schizophrenics. In addition, 
no relationship was found between serum oxidase levels 
and stress. 

[This paper emphasizes the importance of environ- 
mental control and strict selection of patients in psychi- 
atric research of this type.] B. M. Davies 


768. Biochemical Identifications of Schizophrenia 

C. E. FroumMan, G. Tourney, P. G. S. Beckett, H. 
Lees, L. K. LatHam, and J. S. Gorruies. Archives of 
General Psychiatry [Arch. gen. Psychiat.] 4, 404-412, 
April, 1961. 4 figs., i2 refs. 


This paper from the Lafayette Clinic, Detroit, Michi- 
gan, describes how schizophrenic patients may be differ- 
entiated from non-schizophrenic subjects by biochemical 
tests in a significant number of cases. The investigation 
was on a “ blind ” basis, to see whether the schizophrenic 
patients could be identified by metabolic tests. These 
were the lactate : pyruvate ratio produced by chicken 
erythrocytes incubated in plasma from both schizo- 
phrenic and non-schizophrenic subjects, using glucose as 
substrate, and the conversion to CO, of radioactive 
glucose labelled at the 1 and 6 carbon atoms by whole 
human blood. In one group of patients the biochemist 
correctly identified 15 of the 19 specimens from schizo- 
phrenic subjects and 11 of 13 specimens from control 
subjects (x2=70-01). Identification by the C,:C¢ glu- 
cose ratios was not significant. 

The significance of these biochemical findings is not 
known. It is thought that they may be secondary to the 
complex disease process, but may represent an important 
factor associated with the symptomatology of the illness 
itself. Certainly the authors’ observations show that 
metabolic abnormalities accompany schizophrenia and 
that these are related to the plasma of the subjects rather 
than to defective cellular enzyme systems. Isolation of 
these plasma factors is now being attempted. 

B. M. Davies 
769. 


Social Class and Prognosis in Schizophrenia. 
Part I 


B. Cooper. British Journal of Preventive and Social 
Medicine (Brit. J. prev. soc. Med.) 15, 17-30, Jan., 1961. 
30 refs. 


The relationship between social class and prognosis 
has been studied for 219 male schizophrenic patients 
first admitted to a mental hospital during a 5-year 
period. The following conclusions were reached: (1) 
The proportion of patients who became long-stay cases 
was related to social class, being significantly higher in 
the lower social classes. (2) The mean duration of stay 
in hospital was related to social class, and was longer for 
the lower classes. (3) Response to treatment, as mea- 
sured by the rate of discharge and clinical state at dis- 
charge, was related to social class, and was less favour- 
able among the lower classes. (4) These findings could 
not be explained by correlation with age at admission or 
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with marital status. (5) There was no significant rela- 
tionship between social class and the formal treatment 
provided in hospital, nor between social class and follow- 
up supervision. (6) There was a significant relationship 
between social class and mode of referral to hospital, 
between social and in-patient status, and between social 
class and co-operation in treatment. (7) “‘ Social isola- 
tion ” was related to prognosis, and also to some extent 
to social class, but the latter had a prognostic influence _ 
independent of the patient’s family setting.—[Author’s 
summary.] 


770. Social Class and Prognosis in Schizophrenia, 
Part II 
B. Cooper. British Journal of Preventive and Social 
Medicine [Brit. J. prev. soc. Med.] 15, 31-41, Jan., 1961. 
13 refs. 


The relationship between social class and outcome of 
schizophrenic illness was studied in 192 male patients 
discharged from their first stay in a mental hospital, over 
a 5-year period. Several measures of outcome were 
found to be related to social class: these included success 
or failure of rehabilitation, total time spent in a mental 
hospital in subsequent years, and social and economic 
status at follow-up. The various hypotheses for the 
class-distribution of schizophrenia are discussed in the 
light of these results. The implications for a programme 
of social psychiatry are discussed.—[Author’s summary.] 


TREATMENT 


771. Inhalant-induced Convulsions. Significance for the 
Theory of the Convulsive Therapy Process 

M. Fink, R. L. Kann, E. Karp, M. Poiiack, M. A. 
GREEN, B. ALAN, and H. J. Lerxowits. Archives of 
General Psychiatry [Arch. gen. Psychiat.] 4, 259-266, 
March, 1961. 40 refs. 


A comparative study is reported of the physiological 
and psychological changes after convulsions induced 
either by inhalation of hexafluorodiethyl ether or by an 
electric current. A total of 27 unselected patients ad- 
mitted consecutively to Hillside Hospital, Long Island, 
New York, suffering from depressive and schizophrenic 
illnesses were assigned at random to two groups com- 
parable as regards age of the patients, diagnosis, and 
duration of education. In one group (12 patients) 
convulsions were electrically induced, while in the other 
(15 patients) convulsions were induced by inhalation. 

Physiological and psychological changes were assessed 
on the basis of clinical behaviour, alterations in the 
electroencephalogram (EEG), the results of psycho- 
logical tests, and the radiological appearances of the 
spine. There was no significant difference between the 
two groups in respect of any of these factors. Similar 
changes in clinical behaviour, in the incidence and 
nature of complications, and in the percentage and 
quality of improvement were observed in both groups. 
Qualitative and quantitative alterations in the EEG 
were comparable in both groups, and so were changes 
in psychological test scores. The performance in 


I 
{ 


@ 
pee 


PSYCHIATRY 245 


psychological tests in both groups was significantly 
related to the degree of slow-wave activity in the EEG. 
The only difference between the groups was the greater 
difficulty in inducing convulsions by inhalation because 
there were frequent episodes of breath-holding and leak- 
age from the face mask. It is concluded that the changes 
observed were due to the convulsion and not to the 
method of induction. F. K. Taylor 


772. ‘* Countershock ’’ in Electroconvulsive Therapy. 
Influence on Retrograde Amnesia 

B. CRONHOLM and J. O. Ortoson. Archives of General 
Psychiatry [Arch. gen. Psychiat.| 4, 254-258, March, 
1961. 13 refs. 


The authors have examined the hypothesis that 
“ countershock ” in the form of a non-convulsive stimu- 
lation of the brain applied immediately after an electric 
convulsive shock has a beneficial effect on the retrograde 
amnesia caused by convulsions. Patients admitted to 


Karolinska Institutet, Stockholm, with relatively mild 


mental disturbance were divided into three groups, each 
of 20 patients, the groups being comparable in respect of 
such factors as sex, age, diagnosis, intelligence, and initial 
performance in three memory tests. 

On the first day the degree of forgetting of learned 
material after 6 hours was established. On the second 
day parallel forms of the memory tests were administered. 
Group A received an electric shock one hour after learn- 
ing had started. Group B was also given a counter- 
shock one minute after the end of a seizure, the current 
consisting of unidirectional pulses of 5 milliseconds 
duration at a frequency of 50 per second and of a strength 
sufficient to cause weak contractions in the arms and legs. 
In Group C the countershock current consisted of rec- 
tangular pulses of 0-1 millisecond duration at 100 per 
second and a voltage of 35 (later 42), which caused weak 
muscular contractions. Care was taken throughout to 
prevent hypoxaemia during treatment. 

The retrograde amnesia was found to be approximately 
equal in Groups A and C and significantly higher in 
Group B. The authors conclude that their findings do 
not support the hypothesis and that countershock cannot 
therefore be recommended as a suitable measure to 
alleviate memory disturbances after electric convulsion 
therapy. F. K. Taylor 


773. Meprobamate and Chlorpromazine in Psycho- 

therapy: Some Effects on Anxiety and Hostility of Out- 

patients 

M. Lorr, D. M. McNair, G. J. WEINSTEIN, W. W. 

MicHaux, and A. RASKIN. Archives of General Psy- 

con” [Arch. gen. Psychiat.] 4, 381-389, April, 1961. 
refs. 


This study originates from a nation-wide survey of 
the use of tranquillizers in U.S. Veterans Administration 
mental hygiene clinics. The major hypothesis was that 
individual psychotherapy combined with chlorpromazine 
or meprobamate medication would be more effective in 
reducing anxiety and hostility than psychotherapy alone 
or combined with the administration of 2 control agents, 
phenobarbitone or a placebo. Selected as representative 


candidates, 153 out of 308 men attending 23 of the above 
clinics received individual psychotherapy weekly for 12 
weeks. In addition they were assigned at random to 
one of 5 treatment groups, one of which had no medica- 
tion at all. The remainder were on half-strength dosage 
for the first week; during the next 7 weeks they received 
daily either meprobamate, 1,600 mg., chlorpromazine, 
100 mg., phenobarbitone, 2 gr. (0-13 g.), or a lactose 
placebo. Patients excluded either stopped treatment 
prematurely or deviated from the study requirements; 
they were distributed evenly throughout the 5 groups. 

Assessment of his condition was rated by the patient 
according to 12 test criteria during the week before the 
initial therapeutic interview and again after 8 and 12 
weeks. The therapist evaluated the patient’s state im- 
mediately after the first interview and also at 8 and 12 
weeks, using 11 different measures. 

Over-all results showed no advantage of any one 
treatment and thus failed to confirm the relevant hypo- 
thesis. At 8 weeks anxiety as judged by the patients 
was reduced significantly and equally in all groups. 
This was confirmed by the therapists, but they also 
found that hostility was significantly increased among all 
patients receiving active drugs—a result contrary to 
hypothesis. After 12 weeks’ treatment there was no 
further change or essential difference between the groups 
according to the patients’ ratings. The hostility had 
largely returned to levels noted at the beginning of treat- 
ment, and the only major difference was that patients 
formerly on phenobarbitone had improved least. A 
check on therapists’ attitudes towards the use of tran- 
quillizers revealed no significant difference between the 5 
treatment groups. 

The authors emphasize that these findings can be 
applied only to similar patients treated under comparable 
conditions. _Alan A. Black 


774. The Treatment of Acute Delirium. (K nevennwo 
«ocTporo 6pena») 

S. Z. RoHLENKO. KXypxHan Hesponamoaoeuu u IT cuxu- 
ampuu [Z. Nevropat. Psihiat.] 61, 426-427, No. 3, 
1961. 13 refs. 


Pointing out that acute delirium is one of the few men- 
tal diseases with a rapidly fatal outcome, the author 
describes his method of treatment and results in 16 cases. 
Therapy consisted in the administration of antibiotics 
(penicillin, 100,000 units 4-hourly up to a total of 8 to 10 
million units, and streptomycin, 0-5 g. daily to a total of 
5 g.), supplemented in some cases with other antibiotics 
as indicated. Every precaution against dehydration was 
employed, including frequent drinks of sweet tea and 
wine and, if necessary, daily subcutaneous injections of 
5°%% glucose solution in quantities up to 1 litre. Blood 
transfusion was also often found effective. Since 1959 
chlorpromazine, in doses up to 300 mg. daily, has been 
given with remarkable success, while for tachycardia 
0-25 mg. of reserpine was found useful. Of the 16 
patients so treated, 9 survived and 6 have gone back to 
work. The author stresses, however, that treatment 
must begin not later than 2 days from the onset of the 
condition. 
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NEONATAL DISORDERS AND 
PREMATURITY 


775. The Children of Mothers Suffering from Toxaemia 
of Pregnancy. (L’enfant né de mére atteinte de toxémie 
gravidique) 

A. Rossier, M. Courtois, and M. Moreux. Annales de 
pédiatrie [Ann. Pédiat.] 37, 1257-1260, April 14, 1961. 
5 refs. 


At the Ecole de Puériculture, Paris, the authors have 
examined the case histories of 199 premature infants 
born of mothers who had developed toxaemia of preg- 
nancy, this number representing 5-4°%% of all premature 
births at the Centre. Over 90°%% of the 101 primiparae 
had no history of previous serious illness, but in the 
multiparae the history showed a high incidence of natal 
and antenatal difficulties during previous confinements. 
There was a slight preponderance (107) of mothers under 
30 years of age. 

Of the 199 infants 65°% weighed less than 1,800 g. at 
birth, 50°% had a foetal age of less than 35 weeks, this 
being less than 31 weeks in 19-2%. Pallor, not always 
due to anaemia, was common. Dehydration, as judged 
by the appearance and low weight, was more frequent 
than in premature infants born of mothers without 
toxaemia. Icterus on the other hand was less common 
than in other premature infants and tended to be milder. 
The mortality was also lower in this group than that 
among the total number of premature infants born in 
the Centre, the rates being 18-5°% as against 27-5%. Of 
the 20 babies born of eclamptic mothers 9 (45°%) died, 
but out of 42 infants delivered by caesarean section only 
9 (21-4°%) died. The authors point out that this relatively 
low mortality was achieved largely by correct timing of 
the performance of caesarean section and close liaison 
between obstetrician and paediatrician. 

J. G. Jamieson 


776. Underweight Children Born at or Near to Term. 
(Les enfants de faible poids de naissance nés 4 terme ou 
prés du terme) 

R. NarsBouTON, J. M. MICHELIN, F. ALISON, and A. 
Rossier. Annales de pédiatrie [Ann. Pédiat.| 37, 1261- 
1264, April 14, 1961. 


The authors report a study of 309 infants admitted to 
the Ecole de Puériculture, Paris, between September, 
1954, and December, 1959, who had been born at or 
near full term and who weighed 2,000 g. or less at birth, 
the foetal age being 34 weeks or more. These children 
represented 12-46°% of all infants (2,478) admitted to 
the hospital weighing 2,000 g. or less; twins were 
excluded from the study. Comparison of the relation- 
ships between foetal age, birth weight, and body length 
showed that the greater the foetal age, the wider the gap 
between this group and normal infants. The commonest 


maternal factor in causing underweight was toxaemia of 
pregnancy (101 cases or 32-7%); in 30-4% of cases there 
was no demonstrable cause. Malformations were noted 
in 8-7% of the infants. The over-all mortality was 11% 
(35 deaths). In general, the lower the birth weight the 
higher the mortality. The authors note however that the 
4 lightest infants (under 1,250 g.) all survived, but do 
not consider that this was a large enough number on 
which to base any conclusions. Follow-up over 44 years 
of 72 of these children showed that while some attained 
normal weight and length quickly the majority tended to 
remain undersized. The authors are unable to explain 
why the mortality was so much lower (11°) in this group. 
than that (29°) in the group of premature infants of 
similar birth weight [see Abstract 775]. 
J. G. Jamieson 


777. Temperature Regulation in the Newborn Infant. 
[In English] 

K. Brick. Biologia neonatorum (Biol. neonat. (Basel)| 
3, 65-119, April, 1961. 24 figs., bibliography. 

Studies of skin blood flow and metabolic reactions show 
that in both full-term and premature infants, cooling 
leads to a metabolic rise and maximal constriction of the 
skin vessels immediately after birth. In full-term infants 
the metabolic rise due to cooling averages 110°% during 
the first few hours after birth and increases to 170% at 
the end of the first week of life. The percentage increase 
and the maximal values reached are considerably higher 
than in adults under comparable conditions. In pre- 
mature infants, metabolic rises due to cooling average 
42°% on the first day of life, and increases to 90°% during 
the first week. The values reach those of full-term infants 
before the premature child has attained the normal date 
of birth or the weight of full-term infants. The degree 
of temperature control found in full-term infants a few 
days old is not attained by the premature infant until he 
has reached the weight of full-term infants. 

From the point of view of comparative physiology, the 
extent of temperature control development in full-term 
infants at birth is relatively high in comparison with the 
extent of the control range and the fluctuations in the 
controlled variable.—[From the author’s summary.] 


778. Studies on the Circulation in the Neonatal Period. 
The Circulation in the Respiratory Distress Syndrome 
A. M. Rupo.ps, J. E. DrorsauGu, P. A. M. AuLD, 
A. J. Rupoipn, A. S. Napas, C. A. Situ, and J. P. 
Pediatrics [Pediatrics] 27, 551-566, April, 
1961. 6 figs., 26 refs. 

A study of the mechanism of respiratory distress in the 
newborn infant is reported in this paper from Harvard 
University Medical School, and the Lying-in Hospital 
and Children’s Medical Center, Boston. With the con- 
sent of the parents 38 infants were subjected to cardiac 
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catheterization within 30 hours of birth; no drugs or 
anaesthetics were given. Clinically, the infants fell into 
3 groups: (1) little or no respiratory distress (19); (2) 
mild distress (9); and (3) severe distress (10). Oxygen 
was given during catheterization to the infants in Group 
3. In most cases radiographs were taken and the 
electrocardiogram (ECG) was recorded. Fluoroscopic 
examination during insertion of the catheter was carried 
out with the aid of an image intensifier; pressures were 
monitored continuously with a transducer and the 
ECG was recorded with a direct-writing oscillograph. 
Oxygen saturation was measured with a spectrometer. 
‘The catheter was successfully passed through the um- 
bilical vein in 10 infants and through the right saphenous 
vein in the others. It was passed through the ductus 
arteriosus in 20 of the 22 infants whose pulmonary 
artery was entered and the left atrium was negotiated 
via the foramen ovale in 27; in 7 of these 27 cine-angio- 
graphy was carried out to establish the presence of a 
left-to-right ductal shunt. 

In the normal infants there was a high p 
arterial pressure for several hours after birth, which fell 
gradually to near adult levels in hours or a few days. It 
is pointed out that the ductus arteriosus gradually closes 
after birth but a small left-to-right shunt may be demon- 
strable during the first 15 hours. The findings in the 
group with mild respiratory distress did not differ signifi- 
cantly from those in normal infants. All the infants 
with severe respiratory distress showed evidence of 
widely patent ductus with large left-to-right shunts and, 
sometimes, right-to-left shunts. The pulmonary and 
systemic arterial pressures were lower than in the infants 
in the two other groups, but this may have been due solely 
to prematurity. 

The possible role of the widely patent ductus as a 
cause of left ventricular failure and hyaline membrane 
formation in the severe respiratory distress syndrome is 
discussed. The alternate hypothesis is a generalized low 
vasoconstrictor tone associated with prematurity, result- 
ing in low systemic and pulmonary arterial pressures and 
failure of the ductus to close. D. Goldman 


779. Studies on Hyaline Membranes 
N. ARONSON. Pediatrics [Pediatrics] 27, 567-577, April, 
1961. 2 figs., 29 refs. 


Hyaline membrane “ disease” has been intensively 
studied in the past few years and the clinical and ana- 
tomical features are well known, but the pathogenesis 
and aetiology are still undetermined. The work herein 
reported was designed to obtain new information about 
the composition of the membrane and to assess the value 
of possible therapeutic agents. 

Sections of tissue of the infant lung showing hyaline 
membrane were re-examined after incubation with pro- 
teolytic enzymes, similar observations being made on 
sections of mouse lung in which hyaline membrane had 
been produced by an oxygen-enriched atmosphere. Sec- 
tions of normal human blood clot were also tested in a 
similar way. Pepsin, trypsin, and chymotrypsin dis- 
solved the hyaline membrane in human and mouse lung 
and also the fibrinous network of the blood clot. When 


slices of lung or blood clot were agitated for about 24 
hours in a mixture of 8 molar urea and 2°% thioglycollic 
acid the hyaline membrane was removed and the plasma 
clots dissolved, but when these solutions were used 
separately no change was seen. The results of the first 
experiments show that fibrin forms a substantial part of 
the hyaline membrane, while the results of the last are 
those to be expected when the fibrin clot has been formed 
in vivo. : 
Intravenous administration of trypsin or chymotrypsin 
to mice kept in an oxygen-enriched atmosphere did not 
reduce the incidence of hyaline membrane disease, while 
heparin intravenously appeared to make the animals more 
susceptible to its formation. Chlorpromazine was given 
prophylactically on the grounds that autonomic dysfunc- 
tion might play a part in causing hyaline membrane in an 
oxygen-enriched atmosphere, but no benefit was seen. 
F. P. Hudson 


780. Achromobacter Septicemia—Fatalities in Pre- 
matures. I. Clinical and Epidemiological Study 

J. F. Forey, C. R. GRAVELLE, W. E. ENGLEHARD, and 
T. D. Y. Cun. American Journal of Diseases of Chil- 
dren (Amer. J. Dis. Child.] 101, 279-288, March, 1961. 
1 fig., 2 refs. 


The authors report that during a 3-month period in 
1958 6 infants (5 of them premature) died in a hospital 
in Lincoln, Nebraska, after an illness which was charac- 
terized by apnoea, cyanosis, and an erythematous rash 
which began on the cheek and extended to the chest. A 
Gram-negative organism was isolated in ante-mortem 
blood cultures from 3 of the infants and in a post- 
mortem culture from a 4th, but this organism could not 
be identified and classified by standard bacteriological 
techniques. (No bacteriological material was available 
for the other 2 infants.) During the investigation of 
these deaths most thorough and extensive bacteriological 
studies were carried out, these involving all other infants 
in the nursery and the staff, the families of the 6 affected 
babies, the infants in another hospital not affected by 
this disease, and a great number of fomites of all kinds in 
the affected hospital, including ointments, oxygen equip- 
ment, antiseptic solutions, and blankets. 

As the disease appeared to be a new one, each case is 
described in detail. In general, all infants having Te- 
covered from an initial respiratory difficulty became ill 
again after variable periods. Rash, lethargy, failure to 
feed, cyanosis, and periods of apnoea were present in all 
cases, though the sequence of their appearance was 
variable. Diarrhoea or vomiting did not occur. One 
infant had a terminal convulsion. There was hypo- 
thermia, but apart from the rash no physical signs were 
present. The rash was distinctive; as stated, it usually 
started on the face and spread downwards, and was 
indurated with a sharply defined border. There were 
no petechiae or vesicles. Death occurred 2 days after 
the appearance of the rash [which is excellently illus- 
trated in a colour plate]. Necropsy, performed on 4 
infants, revealed pneumonia in 3 and oedema of most 
organs in all 4. 

The suspected organism was isolated not only from 4 
of the infants who died, but also from 3 healthy infants 
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and one other who recovered from a brief febrile illness; 
no adult carriers were found. The same organism was 
isolated from the water used for washing the infants’ eyes 
and from one incubator, but no other source was found. 
It was a motile Gram-negative bacterium measuring 
0-5 x2-0y; its other properties and sensitivities to various 
antibiotics are enumerated [but for these the original 
paper should be consulted]. The antiseptic techniques 
in the nursery were reviewed and several flaws requiring 
correction were discovered, but the exact mode of spread 
of the infection was not established. Treatment with 
antibiotics and steroids was without avail. 


[A fine study.] John Lorber 


CLINICAL PAEDIATRICS 


781. Surgical Treatment of Thrombophlebitic Spleno- 
megaly in Childhood. (Haw onsir xupypruyeckoro 
meyeHHa cnneHoMeranuH B 
Bospacte) 

M. N. StepaNova. /]eduampua [Pediatrija] 40, 19-23, 
Feb., 1961. 21 refs. 


Thrombophlebitic splenomegaly is not uncommon in 
children aged up to 10 years following such acute infec- 
tions as umbilical sepsis, measles, scarlatina, influenza, 
quinsy, or enterocolitis; but in 26 out of 66 cases in 
children referred to the author no history of such infec- 
tion was obtainable. In 47 cases the diagnosis was con- 
firmed; of the remaining 19 cases cirrhosis of the liver 
was present in 5, Banti’s disease in 4, Werlhof’s disease 
in 3, abdominal tumour in 2, chronic hepatitis in 2, and 
polyposis of the stomach, Henoch’s purpura, and 
thrombophlebitic purpura respectively in one case each. 
The duration of the disease varied from a few months 
to 12 years, being over one year in 51 cases. The sympto- 
matology in childhood differs in some respects from that 
in adults. Thus, leucopenia, thrombocytopenia, and 
anaemia occur, and gastro-intestinal haemorrhage is often 
the first sign, and when very severe is almost patho- 
gnomonic. In only 9 of the 66 children was the haemo- 
globin value over 50°%% on admission. The enlargement 
of the spleen may be extreme and the veins of the mesen- 
tery are engorged, as is also the oesophageal plexus. 
Splenoportography may be of great assistance in diag- 
nosis, but the procedure is dangerous in inexperienced 
hands. 

Splenectomy under ether—oxygen narcosis and local 
anaesthesia, using Kocher’s method of approach, is the 
treatment of choice. This operation was performed on 
30 of the 66 children, with good results both immediate 
and long-term; the mortality was nil. All the patients 
received blood transfusion before operation, a second 
transfusion being required in one case owing to hae- 
morrhage from an adhesion of the spleen. 

[In a following paper by Generalov (see Abstract 782) 
this disease and splenomegalic cirrhosis of the liver are 
considered as variants of one and the same disorder; 
this would suggest that 10 of the above 19 cases given 
other diagnoses were in fact of the same nature.] 

L. Firman-Edwards 
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782. Splenectomy in Splenogenic Cirrhosis of the Liver 
and Thrombophlebitic Splenomegaly in Children. (Cnne- 
HSKTOMMA CMMe€HOreHHOM LUMppose MeyeHH 
cnneHomeranuu y 

A. I. GENERALOV. J7e0uampua [Pediatrija] 40, 24-28, 
Feb., 1961. 16 refs. 


Splenogenic cirrhosis of the liver (Banti’s disease) and 
thrombophlebitic splenomegaly are often found in chil- 
dren, and both run a long and progressive course. At 
the Paediatric Surgical Clinic of the 2nd Moscow Medical 
Institute 74 such cases have been treated over the last 
11 years, 38 of them being in boys and 36 in girls of 
whom 50 were aged from 6 to 12 years. The author 
confirms the view that pyogenic infection in early child- 
hood is the cause of thrombophlebitic splenomegaly, 
and regards this and Banti’s disease as variants of the 
same disease. He divides the course of the illness into 
three stages: initial, intermediate, and final. The first 
stage is characterized by splenomegaly, thrombocyto- 
penia, and haemorrhages, especially in the gastro- 
intestinal tract; the liver is not affected at this stage, and 
the serum bilirubin level is normal. In the second stage 
the disease may follow one of two courses: (1) there is 
slight icterus, the liver is contracted, and the serum 
bilirubin is slightly above normal; (2) in the other form 
oesophageal varices appear and severe anaemia due to 
repeated and often severe gastro-intestinal haemorrhages 
develops, but the liver is still normal apart from slight 
enlargement. In the final stage there is atrophic cirrhosis 
of the liver, with portal hypertension and ascites. 

Both forms can be relieved in the first and early second 
stages by splenectomy, and all 74 children were success- 
fully treated in this way. Only 50 children have so far 
been followed up (11 were operated on less than a year 
previously, while 13 others have not attended for 
examination). Of the 50, the results were “ good” in 
29 and “satisfactory” in 16, “‘ good” implying dis- 
appearance of symptoms without recurrence of haemor- 
rhage and acceptable results in blood and functional 
tests, while “ satisfactory”’ implies occasional recur- 
rence of haemorrhage, with persisting moderate anaemia 
and thrombocytopenia. The other 5 patients died, 2 
of cirrhosis, one of septic meningitis, one of infective 
endocarditis, and one of pneumonia following measles; 
the first 2 were advanced cases, showing well-marked 
cirrhosis at operation. L. Firman-Edwards 


783. Cirrhosis of the Liver in Children. (Llupposni 
neyeHu y meTei) 

L. N. KuuKk. Cosemcxaa Meduyuna [Sovetsk. Med. 
25, 62-68, Feb., 1961. 23 refs. : 


During a period of 5 years the author has treated 27 
children with cirrhosis of the liver. In 18 cases the 
known aetiological factors were umbilical sepsis fol- 
lowed by the hepatosplenic syndrome in 2, tuberculosis 
in 2, and Botkin’s disease (infective hepatitis) in 14; in 
the remaining 9 cases the non-icteric form of Botkin’s 
disease was thought to be a likely possibility. The 
interval between the acute episode and development of 
cirrhosis was less than 6 months in 6 cases, from 1 to 2 
years in 10, and between 2 and 5 years in 5; the remain- 
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ing 6 children were admitted 6 to 10 years after the acute 
episode. The presenting clinical picture varied widely, 
consisting of any combination of the following signs and 
symptoms: general weakness, irritability, headaches, 
giddiness, somnolence, upper abdominal pain, anorexia, 
nausea, alternate diarrhoea and constipation, epistaxis, 
bleeding gums, purpuric rashes, low-grade pyrexia, 
arrested development, slight jaundice often confined to 
the sclerae, sparse telangiectases, focal neurological signs, 
polyneuritis, increased pressure in the cerebrospinal 
fluid, vegetative disorders, ascites, hepatomegaly, spleno- 
megaly, aaemia (Hb 35 to 55%), leucopenia (leucocyte 
count 4,000 to 3,200 per c.mm.) with a shift to the left, 
eosinophilia (9 to 11%), raised erythrocyte sedimenta- 
tion rate, abnormal results in liver function tests, and 
various blood changes. Four patients developed Banti’s 
syndrome and died following severe gastro-intestinal 
haemorrhage. 

The following factors are stated to favour the develop- 
ment of cirrhosis following infective hepatitis: delay in 
admission to hospital, lack of bed rest, lack of proper 
diet, preceding and subsequent infections affecting liver 
function, severe relapsing or chronic forms of Botkin’s 
disease, and lastly lack of supervision during con- 
valescence. Treatment consists in the administration 
of “ Diet No. 5 ” and of methionine, lipocaine, vitamins, 
intravenous glucose, plasma, or gamma-globulin, oxygen 
per rectum, cholagogues, and “campolon”. ACTH 
(corticotrophin) was given to 6 patients with very satis- 
factory results. S. W. Waydenfeld 


784. Congenital Abnormalities of the Anus and Rectum 
M. H. GouGu. Archives of Disease in Childhood [Arch. 
Dis. Childh.] 36, 146-151, April, 1961. 9 figs., 4 refs. 


The treatment of and prognosis in congenital ano- 
rectal abnormalities are discussed with reference to the 
findings in 323 cases seen at the Hospital for Sick Chil- 
dren, Great Ormond Street, London, in the 10-year 
period 1949-58. A broad distinction is made between 
high and low abnormalities, the operative level being the 
puborectalis sling and the pelvic floor. Low abnor- 
malities are divided into four groups. (1) The covered 
anus, common in males and rare in females; on examina- 
tion there is a V-shaped bar of skin at the expected site 
of the anus, or the midline perineal raphe is thickened 
and may contain a meconium-filled track leading back 
to the anal canal. Treatment consists in the cut-back 
operation of Browne (Ann. roy. Coll. Surg. Engl., 1951, 
8, 173) or excision of a circle of skin. (2) The ectopic 
anus, common in females and rare in males; it may be 
vaginal, vestibular, vulval, or perineal. The cut-back 
operation is used in cases of perineal or vulval ectopic 
anus and transplantation in those of vestibular. The 
vaginal ectopic anus is either transplanted or pulled 
through by the abdomino-perineal method. (3) The 
stenosed anus, which is treated by dilatation. (4) The 


ano-rectal membrane, in which rupture and dilatation. 


are carried out. Of the 323 patients in the author’s 
series 192 had low abnormalities, and the results of 
treatment were good in 86°%. Mortality in this group 
was 5-7%. 


High abnormalities are also divided into four groups. 
(1) Ano-rectal agenesis with or without fistula, seen more 
commonly in the male than the female; in over 75°% of 
the author’s male patients there was an associated fistula 
into the prostatic urethra. Treatment is by immediate 
abdomino-perineal pull-through and division of fistulae 
or simple colostomy. Of 114 patients in this group 69 
underwent operations providing an anus at the normal 
site; of 63 followed up the results were good in 21, fair in 
27, and poor in 15. (2) Rectal atresia; the rectum ends 
blindly above the pelvic floor but the anus is normal; 
in these cases the blind proximal bowel is pulled down 
through the anal pouch. (3) Cloaca, seen only in fe- 
males, the urinary, genital, and alimentary tracts opening 
into a wide common cavity; of the 3 patients in the series 
with cloaca all died. (4) Multiple abnormalities, includ- 
ing ectopia cloacae. Mortality in the 131 patients with 
a high abnormality was 35-9°%, good results being ob- 
tained in only 30°%%. The outcome of surgical treatment 
was considered to be good if the child was continent of 
faeces and urine and had spontaneous bowel actions, and 
fair if the child was continent but with occasional soiling, 
laxatives or suppositories often being required. The 
author states that a poor result signifies virtually perfor- 
mance of a perineal colostomy. 

[This is the largest series of such cases yet reported; 
the paper is well illustrated and follow-up tables are 
comprehensive. ] Andrew M. Desmond 


785. Maturation of the Pulmonary Vascular Bed: a 
Physiologic and Anatomic Correlation in Infants and 
Children 

R. V. Lucas Jr., J. W. St. Geme Jr., R. C. ANDERSON, 
P. ADAMs Jr., and D. J. FERGUSON. American Journal of 
Diseases of Children [Amer. J. Dis. Child.] 101, 467- 
475, April, 1961. 8 figs., 18 refs. 


The authors briefly review the literature on the pul- 
monary vascular system in infancy and then describe a 
study of 44 infants and children aged from 21 days to 16 
years. Of these subjects 35 had innocent cardiac mur- 
murs, 5 had serious congenital defects not involving the 
heart, and 4 had the condition termed idiopathic dilata- 
tion of the pulmonary artery, without a gradient across 
the right ventricular out-flow tract and without any 
intracardiac shunt. All were studied by cardiac cathe- 
terization under local anaesthesia and the mean pul- 
monary arterial pressure recorded. Oxygen consump- 
tion was measured in the older children, but in the infants 
was calculated on a basal value of 172 ml. of oxygen per 
sq. metre per minute. 

Plotting of the mean pulmonary arterial pressures gave 
a normal distribution curve, the average value being 
12-5 mm. Hg, with a tendency to higher mean pressures (12 
to 20 mm. Hg) in small infants of less than 0-4 sq. metre 
surface area. Pulmonary blood flow was found to 
increase steadily with increasing size of the infant, while 
pulmonary vascular resistance decreased with advancing 
age, but surprisingly did not reach normal values until 
about the age of 4 years and a surface area of 0-6 sq. m. 
The fall in pulmonary vascular resistance correlated 
positively with the increases in both age and surface 
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area and to the same degree. When the pulmonary 
blood flow (in litres per minute per sq. m. body surface) 
was plotted against surface area to give the pulmonary 
index, this showed a slight increase in the first few years 
of life, indicating that some factor other than increasing 
size was concerned with the increase in pulmonary blood 
flow which occurred with advancing age. 

The authors also compared body surface area with the 
ratio of wall thickness to size of lumen of pulmonary 
arterioles with an external diameter of 16 to 40 yu (previ- 
ously measured in the lungs of infants and children 
without cardiac or pulmonary disease). Maturation 
towards the normal type of arteriole also continued until 
the age of 4 years or 0-6 sq. m. surface area, that is, 
when the pulmonary vascular resistance is also stabilized. 
Although the pulmonary vascular resistance fell rapidly 
in the first 6 months of life, the subsequent fall until age 
4 was much slower. These findings agree with the con- 
cept that the high pulmonary vascular resistance present 
in infants at birth diminishes as the vessels involute. 

J. F. Goodwin 


786. Coarctation of Aorta in Infancy. Analysis of a 
10-year Experience with Medical Management 

E. FREUNDLICH, M. A. ENGLE, and H. P. GoLpsera. 
Pediatrics [Pediatrics] 27, 427-440, March, 1961. 4 figs., 
23 refs. 


The authors review the results of medical management 
of 33 cases of coarctation of the aorta in infancy observed 
at the New York Hospital—Cornell Medical Center 
during the period 1949-59 and describe follow-up 
studies of those who survived for 5 to 10 years. 

Three deaths due to non-cardiac causes (birth injury 
or hydrocephalus) occurred in the first 48 hours of life. 
Symptoms and signs of congestive heart failure were the 
presenting problem in all except 3 infants, who were 
brought to the hospital because of failure to thrive. The 
only specific sign pointing to coarctation was discrepancy 
between the pulse rate and blood pressure in the upper 
and lower limbs; a triple rhythm at the apex was 
common. 

Of the 30 remaining infants, 15 died between the ages 
of 3 days and 8 months, all with additional intra- 
cardiac lesions. These included the only 3 infants who 
were operated on. Of the 15 survivors, 7 were also found 
to have additional intracardiac defects. There were no 
deaths during the observation period among the 8 
patients with uncomplicated coarctation. It is regarded 
as significant that in the 5 infants with right heart failure 
who died within the first 3 days of life, all deeply cyanotic, 
the femoral pulses were no weaker than the radial pulses, 
and in one case angiocardiography failed to reveal the 
coarctation. In 6 other cases the coarctation was 
masked by other defects. The chief difficulties in diag- 
nosis were due to intracardiac shunts, especially when a 
distal ductus was patent, and to the presence of an intra- 
cardiac obstructing lesion in the left side of the heart. 

Since all the deaths occurred in the first 6 months of 
life (except for 3 following later operation) it is suggested 
that this appears to be the most dangerous period for 
infants with coarctation of the aorta. 


R. S. Illingworth 
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787. Recurrent Urinary Infection in Girls 

D. I. Wituttams and D. E. Sturpy. Archives of Disease 
in Childhood {Arch. Dis. Childh.| 36, 130-136, April, 
1961. 9 figs., 5 refs. 


In this paper from the Hospital for Sick Children, 
Great Ormond Street, London, a study is reported of chil- 
dren, almost always girls, who have recurrent urinary 
infections without gross deformity of the urinary tract. 
The authors state that it used to be their practice to give 
continuous chemotherapy in such cases, but follow-up 
investigation revealed that in a significant proportion 
chronic pyelonephritis developed later in life, as demon- 
strated by pyelography. The significant features of the 
pyelogram in chronic pyelonephritis are described and 
illustrated, and 4 cases are briefly reported. 

Over a recent 2-year period mild obstruction of the 
bladder neck was diagnosed in 28 patients, 24 of whom 
were operated on. The authors note that the condi- 
tion in the female differs from that in the male in that 
progression to retention and hydronephrosis is un- 
common, but it predisposes to infection and pyelo- 
nephritis. In diagnosis, true residual urine is of great 
significance, as is definite trabeculation of the bladder. 
A cystogram during micturition will reveal ureteric 
reflux. A Y-V-plasty of the bladder neck by open 
operation resulted in improvement in 12 out of 14 
patients followed up for at least 6 months, the urine 
continuing to be sterile. The remaining 2 patients had 
severe reflux. In general, incontinence improved or was 
cured. 

Mention is made of the megacystis syndrome—that is, 
a large non-trabeculated thin-walled bladder associated 
with a lax ureteric orifice and bilateral reflux. In the 
past such cases have been treated conservatively, but 
recently the authors have carried out operations to 


prevent reflux, as advocated by Paguin, “the compara-- 


tive results of which are not yet available ’’. 
Andrew M. Desmond 


788. Urinary Tract Duplication in Childhood 
J. H. Jonnston. Archives of Disease in Childhood (Arch. 
Dis. Childh.] 36, 180-189, April, 1961. 6 figs., 19 refs. 


A series of 82 cases of ureteric duplication in children 
are reviewed in this paper from the Alder Hey Hospital, 
Liverpool; in 9 of the cases the abnormality was found 
at necropsy. Cases in which there was a minimal degree 
of duplication—for example, bifid pelvis—and those 
with ectopic ureter were excluded. It is pointed out that 
the condition is more common in the female than the 
male, more often unilateral than bilateral, and occurs 
with equal frequency on both sides. In bilateral cases 
the anatomical pattern is not necessarily symmetrical. 

Generally the patients suffered from enuresis or ob- 
scure abdominal pain, the condition being found on 
routine pyelography. Only 5 patients in the series had 
pain in the loin as the presenting symptom. Triple 
ureters were found in 2 patients and quadruple in one. 
Associated complications were: (1) obstructive or non- 
obstructive dilatation of the pyelons with impairment of 
renal function, stasis, and infection; (2) chronic or 
recurrent urinary infection. 
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Obstructed mega-ureter associated with ectopic uretero- 
cele was found 11 times in 10 patients. The ipsilateral 
main pyelon was normal in calibre in 6 instances and 
dilated in 5. The ureterocele interfered with micturi- 
tion leading to chronic retention in only 2 cases. Dys- 
uria was an uncommon symptom. The author states 
that symptoms usually occur in early infancy and chil- 
dren are often seriously ill with gross pyuria. In one 
case in the series the ureterocele prolapsed through a 
female urethra. Pyelography does not usually demon- 
strate the affected pyelon, but the condition is diagnosed 
at cystoscopy; the ureterocele is often palpable bi- 
manually. Two methods of treatment are suggested— 
namely, incision or open excision of the ureterocele, 
the latter procedure being more effective and reliable. 
In unobstructed idiopathic mega-ureter, which was found 
in 7 cases, there is dilatation of the pyelon without ureteric 
tortuosity. Free ureteric reflux can be demonstrated at 
cystography. Cystoscopic examination reveals a widely 
dilated ureteric orifice, and if possible excision of the 
affected pyelon is advised. Simple obstructive mega- 
ureter was noted in one patient and treated conserva- 
tively. Pelvic hydronephrosis, due to obstruction at the 
pelvi-ureteric junction, was found in 3 cases, treatment 
consisting in pyeloplasty in one case, nephrectomy in 
one, and heminephrectomy in one. Infection without 
structural complications occurred in 26 children; in 12 
it was transient while in 14 it was chronic and recurrent 
often associated with pyelonephritis. Conservative treat- 
ment is advised, operation being performed only in cases 
of severe pyelonephritis. Andrew M. Desmond 


789. Immunologic and Thyroid Function Studies in 
Euthyroid Children with Goiter 
G. Lesorur, A. M. BONGIOVANNI, D. D. Srerker, and 
W. R. Journal of Pediatrics [J. Pediat.| 58, 
477-481, April, 1961. 14 refs. 


During the 5-year period ending January, 1960, 27 


- female and 4 male patients with goitre but clinically 


euthyroid, ranging in age from 1 to 17 (mean 9-8) years, 
were studied at the Children’s Hospital, Philadelphia. 
Standard tests of thyroid function, including determina- 
tion of the serum protein-bound and butanol-extractable 
iodine levels and thyroidal uptake of 1311, performed on 
most of the patients, showed the changes previously 
reported in thyroiditis; the results of serum protein 
tests (thymol turbidity and cephalin-cholesterol floccula- 
tion) were also suggestive of thyroiditis. In serum anti- 
body studies carried out on all 31 patients agglutinins 
specific for human thyroglobulin were found in 21, while 
in 14 of 27 patients complement-fixing antibodies to 
intracellular thyroproteins were demonstrated. Examin- 
ation of a biopsy specimen of the thyroid gland of 5 of 
the patients showing serum antibodies revealed changes 
which were typical of thyroiditis in 3 cases and follicular 
ry A gaee (? an early stage of thyroiditis) in the other 
cases. 

Regression of the thyroid enlargement following treat- 
ment with desiccated thyroid provided additional evi- 
dence that these patients were suffering from chronic 
thyroiditis. R. M. Todd 


790. Diagnosis of Cerebral Dysfunction in Children as 
Made in a Child Guidance Clinic 

L. J. Hanvik, S. E. Netson, H. B. Hanson, A. S. 
ANDERSON, W. H. Dressier, and V. R. ZARLING. 
American Journal of Diseases of Children [Amer. J. Dis. 
Child.| 101, 364-375, March, 1961. 7 refs. 

It has long been known that mental disturbance may 
be due to impairment of function of cerebral tissue caused 
by some organic defect, and the authors have attempted 
to assess the frequency of such brain damage among 148 
children aged 7 to 14 referred to Washburn Memorial 
Child Guidance Clinic, Minneapolis, Minnesota, over a 
period of 18 months, mostly for behaviour disorders. 
Mentally retarded children, non-white children, and those 
with cerebral palsy were excluded from the study. Ass- 
essments were-made by all members of a team working 
independently of each other; these included 2 clinicians, 
a paediatrician, a psychiatrist, 3 psychologists, and 2 
electroencephalographers. The psychologists and elec- 
troencephalographers had no access to clinical informa- 
tion before making their individual assessments. The 
study was also aimed at assessing the frequency of agree- 
ment between the various disciplines in the diagnosis of 
brain damage. In addition, patients showing an “ ab- 
normal” electroencephalogram (EEG) were compared 
with a control group for any clinical differences. There 
were 54 such pairs matched for age, sex, social and 
economic status, race, and whether or not they lived 
with parents. Psychological testing was done with 10 
psychometric tests and special behaviour rating scales. 

The psychiatrist diagnosed 59°% of the 148 patients as 
suffering from brain damage and the psychologists 
assessed the proportion at 49°%%, while EEG studies indi- 
cated that 37°% were “abnormal”. The paediatrician 
concluded that 33° had clinical evidence of brain 
damage, though only 17:5% had a history of such 
damage; in 30% there were abnormal clinical neuro- 
logical findings. Altogether 27-7°%% were unanimously 
rated brain-damaged” and unanimously 
rated as “ brain-damaged”. Agreement between the 
various disciplines was not high. EEG and clinical 
studies agreed least; next came EEG-studies and psycho- 
logical assessment (coefficient of correlation 0-40). The 
coefficient of correlation between clinical and psycho- 
logical assessment was 0-35. There were no sympto- 
matological or other clinical differences between chil- 
dren showing abnormal EEGs (37-16%) and those with 
normal recordings, but these 2 groups differed in regard 
to Bender-Gestalt Test ratings and to Coding Subtest 
scores on the Wechsler Intelligence Scale for Children. 

[This work has been well conducted and the method- 
ology is well described, but it is not stated what EEG 
disturbances constituted ‘“‘ abnormality’ or what cri- 
teria the psychiatrist employed to diagnose brain damage. 


- Such information would have been most valuable. The 
’ frequency of brain damage among the children studied is 


very high, and so is the disagreement between the various 
disciplines. But, even though no conclusion can be 
drawn from the study, one thing that does emerge is that 
all the tools available for assessment must be employed 
if one is to plan a thorough therapeutic programme.] 

N. Rathod 
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Medical Genetics 


791. Observations on the Satellited Human Chromo- 
somes 

M. A. FerGuson-SMITH and S. D. HANDMAKER. Lancet 
[Lancet] 1, 638-640, March 25, 1961. 2 figs., 18 refs. 


The Denver Classification of human chromosomes 
(Lancet; 1960, 1, 1063) recognized 3 pairs of chromo- 
somes as possibly carrying satellites—Nos. 13, 14, and 
21. The authors of this paper from Johns Hopkins 
University School of Medicine, Baltimore, define a 
satellited chromosome as one which shows a secondary 
constriction with distinct chromatin knobs projecting 
from the arms on slender stalks or which shows clear 
evidence of negative heteropyknosis at the ends of the 
chromosome arms. They present evidence from the 
study of chromosome preparations derived from cul- 
tures of leucocytes of the peripheral blood that in fact 5 
pairs of human chromosomes, Nos. 13, 14, 15, 21, and 
22, have visible satellites. They go on to define satellite 
association as the association of chromosomes which 
appear to be attached to one another by their satellites. 
[Penrose and Harnden (Recent Advances in Human 
Genetics, London, 1961) have previously described this 
phenomenon in man with reference to an association 
between chromosomes Nos. 13 and 21.] The present 
authors find that such association may involve any of 
the five pairs of satellited chromosomes. If these 


chromosomes are regarded as falling into two groups . 


(Nos. 13 to 15 and Nos. 21 and 22) according to size, 
associations are found as frequently within the groups as 
between the groups. 

One of the consequences of the conclusion that both 
chromosomes Nos. 21 and 22 may carry satellites is to 
raise again the question of the identity of the chromosome 
involved in mongolism, hitherto accepted as the smallest 
satellited chromosome (No. 21). It is suggested that 
satellite association may predispose to the involvement 
of the associated chromosomes in divisional errors lead- 
ing to autosomal non-disjunction at meiosis and possibly 
in the early divisions of the zygote. Similarly, reciprocal 
translocations may be more liable to occur between 
associated chromosomes. These suggestions appear to 
be supported by the frequency with which the satellited 
chromosomes in man are known to be involved in such 
errors. A. G. Baikie 


792. Reciprocal Relationship of Hemoglobins A, and 
F in Beta Chain Thalassemias, a Key to the Genetic Con- 
trol of Hemoglobin F 

W. W. Zuevzer, A. R. Rosinson, and C. R. Booker. 
Blood [Blood| 17, 393-408, April, 1961. 3 figs., 31 
refs. 

In Mediterranean anaemia (thalassaemia) normal 
adult haemoglobin is reduced in quantity, but there is a 
survival into adult age of foetal haemoglobin and an 
increase in the small proportion of haemoglobin Ao. 


These three haemoglobins all have in common that they 
are composed of two « polypeptide chains, but they 
differ inasmuch as the chemical formula of normal adult 
haemoglobin is «2{2, of foetal haemoglobin azy2, and of 
haemoglobin Az «252. The present work reports two 
families with thalassaemia, in one of which the proportion 
of haemoglobin A2 is raised considerably and that of 
haemoglobin F only slightly, while in the other the pro- 
portion of haemoglobin A> is not raised, but that of 
haemoglobin F is higher than usual. These findings are 
interpreted in the light of Zuelzer’s theory that the genes 
responsible for the B, y, and 5 chains are multiple alleles 
at the B-chainlocus. The y chains of foetal haemoglobin 
are considered to be primitive 8 chains and the factor 
which determines whether y or 5 chains are formed is 
related to the nature of the particular variation in these 
two abnormal f chains. It is envisaged that all three 
chains are formed along similar metabolic pathways and 
branch off at different stages. H. Lehmann 


793. Blood-group Studies in Friedreich’s Ataxia 
E. D. U. Powet. British Medical Journal (Brit. med. 
J.) 1, 868-870, March 25, 1961. 6 refs. 


In a study of inheritance in recessive Friedreich’s 
ataxia no evidence of linkage between this disease and 
nine blood groups could be detected. The limitations 
of this type of study are discussed.—[Author’s summary.] 


794. Liver Histology in Six Asymptomatic Siblings in 
a Family with Hemochromatosis; Genetic Implications 
I. B. Brick. Gastroenterology [Gastroenterology] 40, 
210-214, Feb., 1961. 11 refs. 


Liver biopsy in 6 asymptomatic sibs of a patient with 
haemochromatosis at Georgetown University Hospital, 
Washington, D.C., revealed iron deposition in all of 
them, with fully developed haemochromatosis in one 
male sib and additional histological changes in 2 others, 
also males. It is suggested that a search for iron de- 
position in the liver of such individuals will detect early 
manifestations of the disease, and that study of affected 
families will help towards an understanding of the genetic 
process involved. H. Harris 


795. Blood Groups and Secretor Status in Ulcerative 
Colitis 
R. S. SmitH and S. C. Truetove. British Medical 
Journal (Brit. med. J.] 1, 870-871, March 25, 1961. 6 
refs. 


The ABO blood groups of 317 patients with ulcerative 
colitis have been compared with those of 12,820 blood 
donors of the Oxford Region [Regional Blood Trans- 
fusion Centre]. No significant difference was found to 
exist. In 101 patients with ulcerative colitis the propor- 
tion of “ non-secretors ’”’ was normal.—[Authors’ sum 
mary.] 
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ology and Findings 

A. Ciocco and D. J. THompson. American Sich of 
Public Health [Amer. J. publ. Hlth] 51, 155-164, Feb., 
1961. 1 fig., 11 refs. 


At the University of Pittsburgh Graduate School of 
Public Health an attempt was made to discover whether 
the death rates from all causes and from certain specified 
causes were higher in those who said they had been 
made ill in the Donora smog episode of 1948 than in 
those who denied being affected. Soon after the episode 
a survey of a one-third sample of the households of 
Donora, totalling 4,092 persons, was carried out by the 
U.S. Public Health Service. By personal interview and 
mailed questionaries 99°% of these persons were traced in 
1957. 

The cumulative mortality rate was higher over the 
years 1949-57 in the affected group than in the un- 
affected, but it is difficult to decide from the data whether 
or not this could have been due to the fact that those 
with pre-existing chronic disease were more likely to be 
made ill by the smog and more likely to die sooner than 
those who had no pre-existing disease. However, 
among those who said that they were chronically ill at 
the time of the smog episode the subsequent death rates 
were higher in those who said they had been made 
acutely ill by the smog than among those who denied 
this. John Pemberton 


797. Time-Temperature Effects on Salmonellae and 
Staphylococci in Foods. I. Behavior in Refrigerated 
Foods. II. Behavior at Warm Holding Temperatures 

R. ANGELotTI, M. J. Forer, and K.H. Lewis. American 
Journal of Public Health [Amer. J. publ. Hlth) 51, 76-88, 
Jan., 1961. 6 figs., 33 refs. 


The behaviour of 3 strains of Staphylococcus aureus 
known to be capable of producing enterotoxin and of 3 
species of Salmonella (S. senftenberg, S. enteritidis, and 
S. manhattan) in processed foods held at different tem- 
peratures for 5 days was investigated. The foods had 
all been sterilized—custard at 239° F. (115° C.) and ham 
salad and chicken a la king at 252° F. (122-2° C.) for 15 
minutes—and were inoculated with sufficient organisms 
to provide 10,000,000 per gramme. 

At low temperatures—40° to 42° F. (4-45° to 5-55° C.) 
—there was no multiplication of the organisms during 
the 5 days; between 42° and 50° F. (5-55° and 10° C.) 
there was growth of staphylococci in custard and chicken 
a la king after a delay period of one or two days, but no 
growth occurred in ham salad. Salmonellae grew at 
these temperatures in chicken a la king, but the numbers 
diminished in custard and ham salad. Good growth of 
all the organisms was observed in all 3 foods held at 
95° F. (35° C.), but at higher temperatures the results were 
more variable. In ham salad both staphylococci and 


salmonellae diminished in numbers at temperatures 
ranging from 112° to 116° F. (44-45° to 46-65°C.), 
whereas in custard the organisms multiplied at 112° and 
114° F. (44-45° and 45-55° C.), but the numbers remained 
steady at 116° F. (46°65°C.). With chicken 4 la king 
the results were intermediate between these two extremes. 
R. Hare 


798. The Survival of Salmonellae in Baked Confec- 


tionery 
W. H. Parry. Medical Officer [Med. Offr] 105, 197- 
202, April 7, 1961. 30 refs. 


The author examined the survival of salmonellae in 
baked confectionery for which Chinese frozen egg albu- 
men was used. In his tests he investigated both naturally 
infected and artificially infected liquid egg albumen. 
Under normal baking conditions of angel cake, Genoese 
sheet, loaf cake, cup cake, and meringues salmonellae 
were destroyed in the egg albumen. While this result 
was the same whether a natural infection with Salmonella 
thompson or S. aberdeen or an artificial infection with S. 
thompson or S. senftenberg 775W had occurred, S. 
aberdeen survived in lemon meringue pies after one 
minute at 480° F. (249°C.). Cross-infection was the 
most serious danger when contaminated egg products 
were used. The author considers that infection may 
spread either from bakers’ hands or from equipment 
contaminated by raw egg. In summer flies are a further 
source of danger even when “splash” or soiling is 
minimal. Franz Heimann 


EPIDEMIOLOGY AND IMMUNIZATION 


799. Epidemiologic Studies on Influenza in Familial and 
General Population Groups, 1951-1956. II. Characteris- 
tics of Occurrence 

R. N. Pup, J. A. Bett, D. J. Davis, M. O. Beem, P. M. 
BEIGELMAN, J. I. ENGLER, G. W. MELLIN, J. H. JOHNSON, 
and A. M. LERNER. American Journal of Hygiene [Amer. 
J. Hyg.| 73, 123-137, March, 1961. 3 figs., 18 refs. 


Each autumn from 1951 until 1955, 3,000 to 5,000 new 
subjects from households centred on widely separated 
elementary schools in Norfolk or Arlington, Virginia, or 
Montgomery County, Maryland, were given monovalent 
influenza vaccine and were observed biweekly during the 
subsequent 19 to 33 weeks of each year for signs and 
symptoms of acute febrile respiratory illness. The num- 
ber of subjects taking part rose from 3,077 living in 616 
households in 1951 to 18,822 living in 4,078 households 
in 1956. 

During the total period of observation lasting 133 
weeks 17,344 cases of acute febrile respiratory illness 
occurred; 22°% of these were examined for the presence 
of virus by inoculation of throat specimens into chick 
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embryos (1951 to 1954) or into monkey kidney tissue 
cultures (1955 to 1956). Influenza virus A was isolated 
from 209 cases and influenza virus B from 173. In 
spite of close observation and investigation no sporadic 
case of influenza virus infection was detected, isolation of 
virus being restricted to two epidemics of influenza-B 
and one of influenza-A infection. All age groups were 
affected by influenza virus A, but in the infections caused 
by influenza virus B the attack rate was highest in chil- 
dren of school age, who thus appeared to be responsible 
for introducing the virus into the household. In house- 
holds in which there were virus-positive cases the secon- 
dary cases of acute febrile respiratory infection occurred 
within 10 days of the onset of the primary case. In 
these households the virus recovery rate from patients 
with symptoms was 73°% for Type A and 59% for Type 
B. Type-A virus was isolated from 5°% of the healthy 
contacts tested in these households, but Type B was never 
isolated from healthy household contacts. During in- 
fluenza outbreaks subjects with high haemagglutination- 
inhibiting antibody titres against strains similar to the 
epidemic strain suffered fewer attacks of acute respiratory 
infection than those with low titres. Exposure to the 
epidemic of virus-B influenza in’ 1952 appeared not to 
confer immunity to the Type-B virus which caused the 
outbreak in 1955. J. E. M. Whitehead 


800. Epidemiologic Studies on Influenza in Familial 
and General Population Groups, 1951-1956. III. Labora- 
tory Observations 

D. J. Davis, R. N. J. A. J. E. VoGer, and 
D. V. JENSEN. American Journal of Hygiene [Amer. J. 
Hyg.) 73, 138-147, March, 1961. 14 refs. 


Laboratory studies carried out during the 5-year survey 
described in Abstract 799 showed that significant rises 
in haemagglutination-inhibiting antibody titres were 
observed in a higher proportion of subjects given influ- 
enza virus-A vaccines containing an adjuvant than in 
those given an aqueous influenza virus vaccine, although 
the dose of virus in the aqueous vaccine was three times 
greater. The serological response persisted for at least 
3 years in 60% of those vaccinated with the Type-A 
adjuvant vaccine and in 90°% of those vaccinated with 
the Type-B adjuvant vaccine. Approximately 90% of 
subjects with symptoms of acute febrile respiratory illness 
from whom influenza virus A or B was isolated and about 
90% of their household contacts with symptoms showed 
significant rises in haemagglutination-inhibiting antibody 
titres to the particular virus. Of ill subjects who showed 
serological evidence of infection with influenza virus A, 
the virus was isolated from the throat of 73%; of those 
with serological evidence of infection with influenza 
virus B, the virus was isolated from 40%. Influenza 
virus A was isolated 1 to 2 days before the onset of symp- 
toms until the ninth day after onset, the virus being 
recovered most frequently during the first 3 days of 
the illness. During the epidemic of influenza A the 
isolation rate was 35°% in subjects with symptoms of 
febrile respiratory illness, 14-7°%% in afebrile subjects with 
symptoms, and 1-4°%% in those without symptoms. In 
the two epidemics of influenza B the isolation rate was 
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14-3°% in subjects with symptoms of febrile illness and 
1-4°% in those who were afebrile, no virus being isolated 
from symptomless subjects. J. E. M. Whitehead 


801. Epidemiologic Studies on Influenza in Familial and 
General Population Groups, 1951-1956. IV. Vaccine 
Reactions 

J. A. Bect, R. N. Pair, D. J. Davis, M. O. Beem, 
P. M. BEIGELMAN, J. I. ENGLER, G. W. MELLIN, J. H. 
JOHNSON, and A. M. LERNER. American Journal of 
Hygiene [Amer. J. Hyg.| 73, 148-163, March, 1961. 
2 figs., 26 refs. 


Untoward reactions following vaccination against 
influenza observed during the 5-year study described in 
Abstract 799 are discussed. The vaccines were pre- 
pared from virus grown in embryonated eggs and 
inactivated by ultraviolet light. In the period 1951-2 
monovalent vaccines were used in which 50 parts of a 
suspension of one of two strains of a Type-A virus or 
one of two strains of a Type-B virus were emulsified in a 
mineral oil adjuvant composed of 45 parts of a low-vis- 
cosity mineral oil (“‘ bayol F ’’) and 5 parts of “ arlacel 
A”. In subsequent years this was changed to 48-5 
parts of “‘drakeol No. 6” and 1-5 parts of purified 
arlacel because of impurities in early batches of arlacel. 
Aqueous vaccines were also used—both monovalent, 
either Type A or Type B, and polyvalent containing 
three Type-A strains and one Type-B. Aqueous vac- 
cines were given by subcutaneous injection in doses of 
0-25 to 1 ml. and adjuvant vaccines intramuscularly in 
doses of 0-25 ml. Few systemic or early local reactions 
were observed with the adjuvant vaccines, but delayed 
local reactions, such as chronic granulomata which 
became cystic and required drainage, were encountered 
in 0-22% of the vaccinated subjects, being proportion- 
ately more frequent in negro than iri white children and 
more frequent following influenza-B than influenza-A 
vaccine. The aqueous vaccines on the other hand were 
attended by systemic and early local reactions such as 
fever, headache, and redness and swelling at the site of 
vaccination. Febrile systemic reactions were common- 
est in the younger age groups, occurring in 40°% of pre- 
school children given polyvalent vaccine. With the 
monovalent vaccines systemic reactions were fewer. 
Local reactions were observed more frequently in the 
older age groups. J. E. M. Whitehead 


802. The Response of Infants to Poliomyelitis Immuniza- 
tion after Neonatal Immunization with Triple Antigen 

W. Galtsrorp, G. V. FELDMAN, and F. T. Perkins. 
Journal of Pediatrics [J. Pediat.) 58, 493-498, April, 1961. 
3 figs., 5 refs. 


In this study, reported from the University of Man- 
chester and the M.R.C. Laboratories, London, a group 
of expectant mothers were immunized against polio- 
myelitis with 3 doses of Salk-type vaccine (each of 1 ml.), 
the last dose being given within 6 to 8 weeks of delivery. 
At 1, 5, and 9 weeks after birth the 31 infants of these 
mothers were immunized with triple antigen (diphtheria, 
pertussis, and tetanus) and at 9, 10, and 13 months 17 of 
them were given doses of poliomyelitis vaccine when 
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maternally transmitted antibody against poliomyelitis 
was considered to have fallen to non-inhibitory levels. 
Although the majority of the mothers had antibody to 
all 3 types of poliovirus before immunization and after 
the 3 doses of vaccine only one had undetectable levels 
against one type (Type 1), there were wide variations in 
antibody levels; at the time of birth the titres in maternal 
blood and cord serum samples were similar. 

Most of the infants were born with low or undetectable 
levels of antibody to pertussis and tetanus, but 24 had 
detectable levels of maternally transmitted diphtheria 
antitoxin. All responded excellently to the tetanus com- 
ponent, all but 3 responded to the pertussis component 
(and these had been born with agglutinin titres of 1:16), 
while all but 6 responded to the diphtheria component, 
and these too had been born with high levels of diph- 
theria antitoxin. By the age of 9 months, however, the 
infants’ antibody titres against polioviruses had fallen 
to 1:16 or lower in all but one infant for Types 1 and 2, 
and all but 3 for Type 3. Excellent responses followed 
the 3 doses of vaccine, the best being to Type 2. But 
the response to Type 3 virus was almost as good and that 
to Type 1 was better than the primary response observed 
in any group previously studied. Only one infant, whose 
mother had been one of the poorest responders, failed 
to respond well, especially to virus Type 2. The authors 
point out in conclusion that although this immunization 
schedule produced satisfactory results, the poor response 
by some mothers to vaccine could result in an infant 
having undetectable levels of antibody for some time 
before the poliomyelitis immunization. The number of 
injections required i is also a drawback, but an alterna- 
tive schedule i is being considered for future studies. 

A. Ackroyd 


803. Re-vaccination of Children with Diphtheria Ana- 
toxin Aerosol. pepakuHHauHa 
AHATOKCHHOM) 

S. N. Muromcev, N. A. Boropuuk, V. P. NENASEV, 
and R. M. ALe’ina. Dnude- 
muonoeuu u Ammynoduonoeuu [Z. Mikrobiol. (Mosk.)} 
32, 6-10, April, 1961. 3 refs. 


In previous reports the successful immunization of 
laboratory animals against diphtheria by means of a 
diphtheria toxoid aerosol has been described. The 
present investigation was designed to determine the opti- 
mum booster dose of toxoid given by this route for chil- 
dren of 12 to 15 years of age who had previously received 
4 to 6 subcutaneous injections, the last of which had been 
administered 2 to 5 years earlier. 

In all, 113 children entered the investigation. They 
were divided into 6 groups, of which the first 2 received 
a dose of 0-24 to 0-57 unit of toxoid by inhalation, the 
third group 6 units, and the fourth 19 units, while the 
last 2 groups served as controls, one receiving 180 units 
by intranasal instillation and the other 30 units subcu- 
taneously. The aerosol booster dose was administered 
in a hermetically sealed room of 28-4 cu. m. capacity. 
At any one time 10 to 20 children were in the room. 
After inhalation sessions the room was aired and washed 
down. Purified, concentrated toxoid was used for the 
aerosol and for nasal instillation and aluminium- 


hydroxide-precipitated toxoid for subcutaneous injection. 
Vaporization was effected by means of an ultrasonic 
generator, the resulting particle size being 1». Vapor- 
ization was carried out for 20 minutes before the children 
were admitted to the chamber, in which they were kept 
for 3 to 10 minutes. The effectiveness of the booster 
dose was measured by the determination of serum anti- 
toxin levels before and again 2 to 4 weeks and 6 to 7 
months after the administration. The investigations 
were completed for 108 children. 

Before receiving the booster dose 35 children had 
titres below the protective level of 0-03 unit per ml. and 
20 had titres of 1 unit or more per ml. Two to 4 weeks 
later the average antitoxin level in the first 2 groups had 
risen about 3 to 4 times, in the third group 5 to 8 times, 
and in the fourth group 11-5 times above the initial level. 
Intranasal instillation raised the titre 6-5 to 8-3 times and 
subcutaneous administration 15 to 25 times above the 
initial level. Seven months after the booster dose the 
average rise of titre in all 6 groups varied within narrow 
limits and showed only a 2- to 5-fold increase. One 
interesting observation was that children who at the 
outset had a serum antitoxin titre of more than 3 units 
per ml. showed no rise following an aerosol booster dose. 

Further experiments will have to be undertaken to 
establish the minimum booster dose which, in the form 
of an aerosol, will give a maximum effect in children and 
adults. Allergic reactions may well occur in adults in 
view of the fact that 2 15-year-old children had a slight 
rise of temperature following aerosol administration and 
showed a small increase in the peripheral eosinophil 
count. K. Zinnemann 


804. A Simplified Technique for Vaccination against 
Smallpox 

H. Kravitz. Pediatrics [Pediatrics] 27, 219-226, Feb., 
1961. 6 figs., 18 refs. 

A new type of scarifier for vaccination is described 
from the University of Illinois, Urbana, and St. Francis 
Hospital, Evanston, Illinois. Several forms were tried, 
but basically all consisted of a platform with 9 points, 
with metal scarifiers which were manipulated by sticking 
to adhesive tape. With points 0-15 cm. deep on a base 
0-35 cm. square 70°%% of takes were obtained when the 
points were applied through a drop of vaccine on the 
skin. With points 0-21 cm. deep on a base 0-29 cm. 
square the take rose to 89%, and if the vaccine was 
applied to the points and not to the skin the take rose to 
97-5%. The latter technique was also quicker, as less 
care was needed than when the points were applied into 
the vaccine on the skin, and there was less chance of 
smearing the vaccine. 

From the metal scarifier a plastic disposable form was 
devised which fitted to the operator’s thumb; this made 
the vaccination easier and gave better takes. The whole 
process of vaccination could be performed in 2 or 3 
seconds, and as the size of the points was fixed there was 
less danger of pricking the dermis and causing pain. 
The speed and the absence of any “ needle” removed 
entirely the ogy of resistance from young children. 

R. F. Jennison 
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Industrial Medicine 


805. Chronic Respiratory Disease in a Random Sample 
of Men and Women in the Rhondda Fach in 1958 

I. T. T. HiGGrns and A. L. Cocurane. British Journal 
of Industrial Medicine (Brit. J. industr. Med.| 18, 93-102, 
April, 1961. 22 refs. 


The standardized mortality ratios for bronchitis of 
miners between the ages of 20 and 64 were 254 in the 
anthracite area and 207 in the rest of Glamorgan— 
figures which may be compared with 147 for Cheshire 
and Lancashire and 80 for Derbyshire. To investigate 
these high death rates a survey of respiratory symptoms 
and ventilatory capacity in 90°%% of a random sample of 
600 men between the ages of 35 and 64 and 200 women 
between 55 and 64 living in the Rhondda Fach, South 
Wales, was carried out. The sample of men was so 
arranged that 100 miners and ex-miners and 100 non- 
miners were studied in each decade of age. 

There was a higher incidence of cough, sputum, and 
breathlessness among the miners than among the non- 
miners. Chronic bronchitis was diagnosed in 24 cases 
among the 300 non-miners, in 12 among the 200 women, 
and in 79 among the 300 miners. The mean indirect 
maximum breathing capacity in the non-miners aged 
35 to 44 was 117-7 litres per minute; aged 45 to 54, 105 
litres per minute; and aged 55 to 64, 86-6 litres per 
minute. In the case of the miners aged 35 to 44 it was 
109-9 litres per minute; aged 45 to 54, 86-7 litres per 
minute; and aged 55 to 64, 75 litres per minute. There 
was little relation of symptoms to radiological category 
of pneumoconiosis, but the miners with progressive 
massive fibrosis had a lower mean indirect maximum 
breathing capacity than the rest at all ages. The inci- 
dence of symptoms and impairment of respiratory 
capacity did not suggest that the total dosage of dust to 
which a man had been exposed during his working life 
was closely related to the chronic bronchitis. 

Dust exposure alone seemed unlikely to account for 
all the excess respiratory disease in miners compared 
with the rest of the community, and other possible 
explanations were sought. Analysis of the findings in 
women according to the occupation of their husbands 
showed that among 28 wives of non-miners there were 
no cases of chronic bronchitis and the mean indirect 
maximum breathing capacity was 68-6 litres a minute, 
whereas among 135 wives of miners and ex-miners there 
were 10 cases of chronic bronchitis and the mean in- 
direct maximum breathing capacity was 60-5 litres a 
minute. This was interpreted as suggesting that social 
rather than occupational factors in the miners were the 
operative cause of the increased incidence of the chronic 
respiratory disease. 

Smoking was associated with an increased prevalence 
of symptoms and lower indirect maximum breathing 
capacity in the men, but not in the women. Differences 
in smoking habits could not, however, account for the 


difference between miners and non-miners, as these 
remained after standardization for smoking. 
Kenneth M. A. Perry 


806. Byssinosis among Cotton Workers in Belgium 
E. TuyPens. British Journal of Industrial Medicine (Brit. 
J. industr. Med.) 18, 117-118, April, 1961. 6 refs. 


This paper gives an account of investigations in 2 
textile mills, one in East Flanders and one in West 
Flanders. In the first mill 98 workers were examined 
and in the second 101; these included card-room workers, 
thrashers, and blenders. Byssinosis was diagnosed on 
the patient’s symptoms of chest tightness and breathless- 
ness and was graded as follows: Grade I, subjective 
symptoms such as suffocating feelings in the chest limited 
to Mondays; Grade II, similar symptoms extended to 
other working days; and Grade III, continuous symp- 
toms during the weekend. 

Ten workers (5%) were found to have Grade-I 
byssinosis, 4 (2%) Grade-II, and 2 (1°%) Grade-III. No 
worker with less than 5 years’ service in card-rooms was 
apparently affected by the dust. Among the 83 men 
who had less than 21 years’ exposure, 7 (89%) had symp- 
toms, but among the 34 with 21 or more years’ exposure, 
9 were affected, giving a rather alarming prevalence of 
26%. Three operations were found to give rise to the 
disease: among the 21 workers occupied in blending 
there was one case; among the 22 workers occupied in 
thrashing, 2 cases; and among the 85 workers employed 
on the carding processes, 13 cases. Thus carding was 
responsible for most cases of byssinosis, which confirms 
the general opinion amongst those acquainted with 
working conditions in cotton-mills. 

This is the first reported account of byssinosis occurring 
in Belgian cotton-mills, but it reveals that the disease is 
undoubtedly present in Belgium, though the prevalence 
in the 2 mills studied is much lower than has been found 
in Lancashire, where as many as 56% of card-room 
workers may be affected. Kenneth M. A. Perry 


807. Use of a Cholinesterase Reactivator (a-Pyridyl- 
aldoxime Sulphomethylate; 7676 RP) in Experimental 
Poisoning with Organophosphoric Insecticides. (Emploi 
d’un réactivateur des cholinestérases (le sulfométhylate 
de l’a-pyridylaldoxime 7676 RP) dans les intoxications 
expérimentales par les insecticides organophosphorés) 

J. Cétice and J. Fournet. Archives des maladies pro- 
fessionnelles, de médecine du travail et de sécurité sociale 
[Arch. Mal. prof.| 22, 101-107, March [received May], 
1961. 19 refs. 


Investigations directed towards finding a substance 
which, in poisoning by organophosphoric compounds, 
would not only act on the parasympathetic system, as 
in the case of atropine and phenothiazine derivatives, 
but would also dissociate the complexes formed between 
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cholinesterase and the toxic products led in 1955 to the 
discovery that a-pyridylaldoxime iodomethylate would 
protect animals from a lethal dose of some of these 
insecticides. In this study the authors have investigated 
a new, more soluble compound, less liable to produce 
renal injury, in which the iodomethylate radical is re- 
placed by sulphomethylate (a-pyridylaldoxime sulpho- 
methylate, or 7676 RP). 

The relative antitoxicity of the two compounds was 
estimated by their effect on the mortality of mice poisoned 
by parathion and by the degree of reactivation in vivo of 
the serum cholinesterase in rabbits. The mortality was 
lowest with both.compounds when given in a dosage of 
50 mg. per kg. body weight, but the sulphomethylate 
was the more effective of the two. The cholinesterase 
activity, estimated by an electrometric method before 
and again 1, 4, and 24 hours after ingestion of parathion 
in a dosage of 10 mg. per kg. followed one to 6 hours 
later by intravenous injection of the compounds (50 mg. 
per kg.), was identical with both substances, the decrease 
in cholinesterase activity being least after 4 hours 
(28-9 and 29-1°% respectively compared with 68°% in the 
control group). 

The effect of 7676 RP on the mortality of mice poi- 
soned with other insecticides (endothion, demeton, and 
ethion) was also to some extent favourable, but on that 
due to poisoning with “ sevin”’ (a-naphthyl N-methyl 
carbamate) it had no effect. When 7676 RP was given 
in association with atropine and isothazine protection 
was almost complete at a dosage of 50 mg. per kg. intra- 
peritoneally, but in a dosage above 100 mg. per kg. and 
with high dosage of atropine and isothazine 7676 RP 
itself became toxic. When given by mouth the drug 
was more active against endothion than against parathion, 
but the protective oral dose was 5 times greater than the 
intraperitoneal. 

It is suggested that 7676 RP may act directly at the 
synapse level and may neutralize the organic complexes 
formed under the influence of the toxin. When given 
in association with atropine and phenothiazine deriva- 
tives, which should on no account be neglected, 7676 RP 
represents a step forward in the treatment of poisoning 
with certain organophosphoric insecticides. 

Ethel Browning 

808. Treatment of Poisoning in Man Due to Organo- 
phosphoric Derivatives by Classic Methods and with a- 
Pyridylaldoxime Sulphomethylate (7676 RP). (Traite- 
ment des intoxications humaines dues aux dérivés organo- 
phosphorés par les méthodes classiques et le sulfo- 
méthylate de l’a-pyridylaldoxime (7676 RP)) 

J. Cétice, J. Fournet, P. P. BARTHELME, and 
S. RoGcer. Archives des maladies professionnelles, de 
médecine du travail et de sécurité socia |{Arch. Mal. prof.] 
22, 108-119, March [received May], 1961. 12 refs. 


The more stable organophosphoric insecticides (TEPP, 
parathion, phosdrine, endothion, ethion, and methyl 
demeton), of which parathion is the most widely used, 
all show two phases of poisoning, the muscarinic phase 
marked by vagal hyperexcitation and the nicotinic phase 
manifested by muscular incoordination and convulsions. 
In this report 9 cases of such intoxication (6 due to 

T 


parathion; 2 to endothion, and one to oleoparathion) 
and the treatment of 6 of these patients with a combina- 
tion of atropine and “‘ diparcol”’ (diethazine) and of 3 
with the addition of a-pyridylaldoxime sulphomethylate 
(7676 RP) are described in detail. The severity of the 
intoxication may be estimated by (1) the almost simul- 
taneous appearance of symptoms of both the muscarinic 
and nicotinic phases, (2) the rapidity of appearance of 
miosis, (3) the persistence of miosis under treatment, 
and (4) a high body temperature; other factors to be 
considered as affecting the severity are: (5) the route of 
penetration, entrance through the skin of the face and 
especially the eyes being the most dangerous, while 
inhalation of the insecticide in powder form results in a 
prolonged incubation period; (6) the development of 
hypertension; (7) the temperature of the environment, 
heat facilitating dissémination of the poison and its 
cutaneous absorption; (8) absence of immediate de- 
contamination and the ingestion of milk; (9) dehydra- 
tion of the subject; and (10) a marked leucocytosis. 

In workers manufacturing or using these insecticides 
periodic estimation of the serum and erythrocyte cholin- 
esterase levels is the most valuable prophylactic measure, 
the latter being less variable and showing a more rapid 
return to normal under treatment. The administration 
of atropine and phenothiazine, while affecting favour- 
ably the symptoms of poisoning, do not affect the regener- 
ation of the enzymatic activity. 7676 RP, like the 
iodomethylate analogue, not only reactivates cholinester- 
ase, but probably also neutralizes its combination with 
parathion, an action which does not, however, occur in 
poisoning with the insecticide known as “ sevin” (N- 
methyl carbamate of a-naphthyl). Atropine sulphate 
can be given orally in mild cases (one granule of 0-5 mg. 
every hour) or in more severe cases by intravenous injec- 
tion, beginning with 0-5 mg. every hour, gradually 
diminishing the dose and lengthening the intervals; in 
the 2 most severe of the 9 cases here described 5-45 and 
5-50 mg. of atropine was given respectively in 20 hours. 
Diparcol (diethazine) was given by slow intramuscular 
or intravenous injection, the initial dose being 0-125 g. 
diluted with 10 ml. of physiological saline. 7676 RP, 
a white crystalline powder soluble to the extent of 100 g. 
in 100 ml. of water, can be given by mouth or by intra- 
muscular or intravenous injection in a maximum dosage 
of 1 g. per dose up to 3 g. in 24 hours. Adjuvant treat- 
ment consists in gastric lavage in cases of ingestion, 
tracheotomy and oxygen therapy for cyanosis and bron- 
chial obstruction, restoration of electrolyte and protein 
balance in the presence of dehydration, irrigation of 
the eyes with physiological saline, intravenous injection 
of hypertonic glucose saline where there are signs of 
cerebral oedema, and the injection of 6-2 g. of pheno- 
barbitone in patients with convulsions treated with 
atropine and diparcol, but with caution in those treated 
with 7676 RP, since hypertension may occur; in such 
cases piperazine a-sulphonate is recommended. The 


.administration of morphine, theophylline, and niketh- 


amide is contraindicated, and lobeline is not advisable 
on account of its nicotine-like action. Of the authors’ 9 
patients so treated, all recovered; the case histories are 
summarized. _ Ethel Browning 
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809. Comparison between Changes in the Brain Meta- 
bolisin in Anoxia and Carbon Monoxide Poisoning. 
(ConocrapneHve H3MeHeHHA B OOmMeHE MOSra MPH 
rHNOKCHH OTPaBJICHHH OKHCbw 

E. A. Gorpienxo. [ueuexa Tpyda u pogeccuonane- 
Badonesanua [Gig. Truda prof. Zabolev.| 5, 19-23, 
March, 1961. 16 refs. 


Following earlier reports that in acute or subacute 
carbon monoxide (CO) poisoning the ammonia concen- 
tration in the brain increased two- or threefold whereas 
the concentration of its detoxication product glutamine 
increased only negligibly, the author has investigated 
the role of anoxia in the production of the changes in 
brain metabolism in CO poisoning by determining the 
ammonia, glutamine, and protein amide nitrogen con- 
centrations in the brains of rats exposed to an atmos- 
phere of 5 to 7°% oxygen and 95 to 93% nitrogen and the 
adenosine triphosphate (ATP) and glycogen concentra- 
tions in rats under the same conditions but poisoned with 
Co. 
He found that in rats exposed to anoxia for 48 hours 
there was a sharp increase in the ammonia and glutamine 
concentrations in the brain, this being accompanied by 
a considerable decrease in the concentration of ATP. 
In CO-poisoned rats similar changes in the nitrogen frac- 
tions were observed, but the ATP concentration remained 
at a high level, and also that of glycogen, despite the 
severity of the animals’ condition. He concludes that 
these results indicate that the mechanism of the meta- 
bolic disturbances in the brain in CO poisoning differs 
from that in anoxia. In CO poisoning the utilization of 
energy-producing compounds is inhibited, giving rise to 
high concentrations of those compounds, whereas in 
anoxia there is a deficiency of energy-producing com- 
pounds. The changes in CO poisoning are presumably 
connected with the direct action of carbon monoxide on 
the metabolic processes of the brain. Basil Haigh 


810. Acute Barbiturate Intoxication 

J. K. Dosos, J. Puitures, and G. A. Covo. Journal of the 
American Medical Association [J. Amer. med. Ass.] 176, 
268-272, April 29, 1961. 18 refs. 


Attention is drawn to the increasing incidence of bar- 
biturate intoxication and to the necessity of suspecting 
it in all cases of coma. The present authors note that 
no single form of treatment has gained general accept- 
ance; they favour simple supportive measures without 
analeptics or barbiturate antagonists. At Roosevelt 
Hospital, New York, 141 patients admitted in coma 
with definite evidence of barbiturate poisoning were 
treated in a ward specially equipped for anti-barbiturate 
measures. Great care was taken with all the patients 
to ensure a clear airway and adequate ventilation; in 
most instances this restored the blood pressure to normal, 
but if it did not hypertensive drugs were given. Gastric 
lavage was carried out in most of the cases and the rou- 


tine management included frequent turning of the patient, 
attention to eye and mouth hygiene, parenteral feeding, 
and indwelling or intermittent catheterization. 

Speed of recovery corresponded to depth of the coma, 
but it was found that all those patients who were ad- 
mitted in deep coma and recovered relatively rapidly had 
taken barbiturates in conjunction with alcohol. There 
were no deaths in this group. Of the 141 patients, 6 died, 
a mortality of 4-3°% compared with a reported over-all 
figure of 5%. Bronchopneumonia, the most frequent 
complication, accounted for one death only, the others 
being due to associated conditions—cirrhosis, lacerated 
elbows, stroke, carcinoma, and tension pneumothorax. 

The analeptics given—picrotoxin, caffeine, and am- 
phetamine—did not reduce the duration of coma. The 
authors discuss other barbiturate antagonists, including 
bemegride, and note that convulsions and psychoses 
have followed their use. Haemodialysis has recently 
been tried at special centres, but was not used in the 
present series. 

It is concluded that until some specific treatment is 
discovered supportive measures alone suffice in most 
cases of barbiturate intoxication and carry the least risk. 

Gavin Thurston 


811. Clinical and Pathomorphological Changes in Acute 
Experimental Carbon Disulphide Poisoning. (Hekoroptie 
OCTpoH B SKCNepHMeH- 
Te) 

M. A. Kazakevité and M. S. Toicskaya. [ueuena 
Tpyda u Il 3adonesanua [Gig. Truda 
prof. Zabolev.] 5, 40-44, Feb., 1961. 3 figs., 2 refs. 


The authors have investigated the clinical features and 
pathological changes in mice exposed in an inhalation 
chamber to concentrations of carbon disulphide ranging 
from 10 to 20 mg. per litre or more, the animals being 
examined clinically during the experiment, 48 hours 
after it, and finally post mortem. All of them developed 
acute carbon disulphide poisoning. Those exposed to a 
concentration of 10 mg. per litre showed a readily rever- 
sible syndrome of “cerebro-asthenic” type; those 
exposed to a concentration of 20 mg. per litre (that is, a 
lethal concentration) developed the symptom complex of 
a toxic encephalopathy, with vascular changes and 
dystrophic changes in the nerve cells of the central ner- 
vous system, especially in the cortex and the thalamo- 
hypothalamic region, accompanied by congestion and 
haemorrhages in the internal organs. There was marked 
swelling, vacuolation, and fatty degeneration of the liver 
cells, whilé similar changes were present to a lesser 
degree in the kidneys and myocardium. The authors 
conclude that in view of the development of sleep or 
coma, the character of the respiration, and the morpho- 
logical changes in the nervous system, carbon disulphide 
should be regarded as a neurotropic poison with a nar- 
cotic action. Basil Haigh 
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812. Flammability Studies of Fluoromar—Oxygen Mix- 
tures Used in Anesthesia 

G. L. MILLer Jr. and W. H. L. Dornettre. Anesthesia 
and Analgesia; Current Researches [Anesth. Analg. curr. 
Res.] 40, 232-237, March-April, 1961. 3 figs., 6 refs. 


The authors of this paper from the University of 
Tennessee College of Medicine, Memphis, who employ 
“ fluoromar ” (trifluoro-ethylvinyl ether) in closed circuit 
for clinical anaesthesia, have studied the explosibility of 
this agent when administered in a circle absorption 
system. A series of patients were anaesthetized with 
fluoromar, and when the desired depth of anaesthesia 
was established a 5-litre sample of gases was taken from 
a rebreathing bag on the inspiratory side of the absorber. 
Duplicate samples of gas were removed in 20-ml. syringes 
for flammability tests. The remaining contents of the 
bag were analysed for fluoromar by a modification of the 
Linde technique, details of which are given. 

The authors first confirmed the findings of earlier 
workers that anhydrous mixtures of fluoromar in oxygen 
or nitrous oxide and oxygen have a lower limit of flamma- 
bility of 4°%%. However, the lower limit of flammability 
of samples taken froma circle absorber (that is, containing 
water vapour) was 7:5°%, and concentrations of 7:5% 
to 9°%% were found to burn only feebly; concentrations 
between 9°%% and 12°% burned moderately well, but did 
not explode. 

In further experiments employing an explosion cham- 
ber it was found that the upper limits of flammability of 
fluoromar in water-saturated and anhydrous gas samples 
was 78°% to 80°%. 

It is concluded that fluoromar may safely be used in 
closed circuit even in the presence of diathermy or a 
naked flame. Mark Swerdlow 


813. Numorphan: a New Supplement to Anaesthesia 

M. SwerpLow and P. R. Brown. British Journal of 
Anaesthesia (Brit. J. Anaesth.| 33, 126-129, March, 1961. 
1 fig., 7 refs. 

“* Numorphan ” (14-hydroxydihydromorphinone) is a 
new analgesic closely related chemically to morphine. 
Working in the Salford Hospital Group, Manchester, 
the authors have investigated the effects of numorphan 
as an adjuvant to thiopentone, nitrous oxide, and oxygen 
anaesthesia under conditions similar to those used in a 
previous study (Swerdlow et al., Anaesthesia, 1960, 15, 
280; Abstr. Wid Med., 1961, 29, 122) of pethidine and 
are thus able to present a comparative evaluation of the 
two drugs. 

Numorphan was given to 150 fit patients aged 18 to 60 
years undergoing a wide variety of operations which did 
not require relaxation. Anaesthesia was induced with 
thiopentone, 7 mg. per kg. body weight, which was 
followed by a nitrous oxide and oxygen mixture together 
with the initial dose of numorphan, which ranged from 


0-3 to 0-6 mg. according to the size of the patient. A 
period of 3 to 5 minutes was allowed for assessment of 
the full analgesic effect and supplementary doses of 0-15 
to 0-3 mg. given when indicated by signs of lightening 
anaesthesia. If respiratory depression occurred it was 
counteracted by assisted respiration, and levallorphan 
tartrate, 0-5 to 1 mg., was given at the end of anaesthesia 
if respiration seemed inadequate. 

The results of the investigation are tabulated together 
with those of the previous pethidine series (120 patients) 
to provide comparative data. The potency of numor- 
phan in relation to that of pethidine was found to be 
about 60:1.- The settling dose of numorphan was 89°% 
and that of pethidine 69°% of the total dose. The 
average duration of effect was 22 to 26-8 minutes with 
0-3 to 0-6 mg. of numorphan compared with 16 minutes 
with 20 mg. of pethidine. Maintenance of smooth 
anaesthesia was found to be easier with numorphan than 
with pethidine and this was thought to be due to its higher 
potency and longer action; moreover, patients tolerated 
turning better than under pethidine and fewer showed 
repeated movements. Respiratory depression occurred 
in 8% of cases in the pethidine series as against 11% of 
those in the numorphan series, in which it most commonly 
followed the initial dose; this was considered to be due 
to relative overdosage. No marked differences were 
found in the circulatory studies. The mean time for 
recovery of consciousness after discontinuing the gas 
and oxygen was 2-8 minutes after numorphan and 4-1 
minutes after pethidine, which suggests that the former 
has a less marked sedative action; in both series just 
over 60% of patients regained an active cough reflex 
within 3 minutes of stopping the anaesthetic. Nausea, 
vomiting, or both were encountered in 45% of the 
numorphan series in contrast to 64% of the pethidine 
series. 

An investigation into the value of numorphan for the 
relief of postoperative pain is now in progress. 

Michael Kerr 


814. An Investigation of New Fluorine Compounds in 
Anaesthesia (3): the Anaesthetic Properties of Hexafluoro- 
benzene 

T. H. S. Burns, J. M. Hatt, A. BRAcKEN, and G. 
GOULDSTONE. Anaesthesia [Anaesthesia] 16, 333-339, 
July, 1961. 9 refs. 


A total of 15 mice have been anaesthetized with hexa- 
fluorobenzene during 8 separate exposure periods. The 
stability of the compound is high; it is unaffected by hot 
omy lime during exposure at 70°C. for 3 hours and it is 

on-inflammable in air. Detailed inflammability limits 
in oxygen have not yet been determined, but from pre- 
liminary experiments it would appear to have inflamma- 
bility characteristics similar to trichloroethylene, being 
non-inflammable in air, but with a lower limit in oxygen 
of 5 to 6% v/v.—[Authors’ summary.] 


259 


ent, 
ing, 
ma, 
had 
rere 
ied, 
ient 
1ers 
ited 
iX. 
im- 
The 
ing 
| 
the 
is 
ost | 
sk. 
1 
ute 
pH 
Ha 
ida 
nd 
on 
ng 
ng 
Irs 
ed 
pa 
se 
of 
nd 
r- 
| | 


Radiology 


815. The Use of Pectin in the Prophylaxis of Strontium 
Poisoning. (O npHMeHeHHH MeKTHHa Kak nmpodunak- 
THYECKOrO CpeACTBa MPH CTPOHUHeM) 

A. D. Bezzusov and A. I. Hatina. Juzuena Tpyda u 
3adoneeanua [Gig. Truda prof. 
Zabolev.| 5, 39-42, April, 1961. 11 refs. 


Despite the increasing amounts of radioactive stron- 
tium now present in the atmosphere and elsewhere little 
work has apparently been done on methods of promoting 
the excretion of this isotope from the body. In view of 
the recent use of pectin in the treatment of lead poison- 
ing the authors have investigated the value of this sub- 
stance in preventing the absorption of radioactive stron- 
tium ingested by mouth. In experiments in vitro they 
have studied the reaction between pectin and strontium 
in solutions of pH 7-5, 3-6, 3-4, 2-1, and 1-94, the pectin 
being mixed with solutions of strontium salts at the 
various pH values and the amount of strontium in the fil- 


trate and the residue then estimated. These experiments - 


showed that pectin combines with strontium and that 
the degree of combination is greater in an alkaline than 
in an acid medium. The highest combining power of 
pectin in relation to strontium was found in a solution 
with a pH value similar to that of the intestinal juice. 
In view of these findings a trial of pectin in the prophy- 
laxis of strontium poisoning in experimental animals is 
recommended. Basil Haigh 


816. The Effect of Pectin on the Absorption of Radio- 
strontium from the Gastro-intestinal Tract. (Bnusnue 
N€KTHHA Ha BCACbIBAHHE 
TpakTa B 

A. A. Rupanovskasa. [uzuena Tpyda u podeccuo- 
Zabonesanua (Gig. Truda prof. Zabolev.| 5, 43- 
47, April, 1961. 8 refs. 


In this investigation of the effect of pectin given by 
mouth on the absorption of radioactive strontium (9°Sr) 


' from the gastro-intestinal tract, three groups each of 5 


rats received respectively: (1) 1-5 ml. of a 2% pectin 
solution by mouth, followed 1 to 2 minutes later by 10 
to 12 uc. of 9°Sr solution by mouth; (2) the same quan- 
tities of the same substances but given at an interval of 
one hour; (3) the same dose of 9Sr but preceded by 
physiological saline instead of pectin given 1 to 2 minutes 
earlier. The animals were killed 4 days after this treat- 
ment and the content of 9°Sr in the bones, excreta, gastro- 
intestinal tract, and liver estimated. It was demonstrated 
that pectin given 1 to 2 minutes before Sr led to a con- 
siderable decrease in the deposition of the isotope in the 
skeleton and an increase in its excretion in the faeces; 
when given one hour before the 9°Sr the pectin was less 
effective. 

In another series of experiments young rats received a 
dose of 2 uc. of Sr by mouth daily for 8 days during 
which their diet was enriched with 6°% of pectin; a con- 
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trol group received vegetable oil instead of pectin. The 
rats receiving pectin with their diet showed a much lower 
accumulation of 9Sr (43-3%%) than the controls (100°), 
Further experiments showed that the administration of 
pectinase, which causes the breakdown of pectin to 
galacturonic acid, completely abolished the strontium- 
binding power of pectin. It is concluded that the ad- 
ministration of pectin with the diet is thus of prophylactic 
value in reducing the absorption of radioactive strontium 
from the gastro-intestinal tract. Basil Haigh 
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817. Intracerebral Extravasation in the Angiogram after 
Contusion of the Brain. (Intrazerebrale Extravasate nach 
Hirnkontusion im Karotis-Angiogramm) 

H. Scumipt and U. Rossi. Fortschritte auf dem Gebiete 
der Réntgenstrahlen und der Nuklearmedizin (Fortschr. 
R6ntgenstr.| 94, 505-508, April, 1961. 4 figs., 9 refs. 


Some radiologists practise routine cerebral angiography 
in all cases of severe brain injury, whereas others maintain 
that it is too dangerous in view of the general state of 
the patient. In one case of head injury in a 68-year-old 
man the present authors performed angiography and 
were able to show extravasations in the form of deposits 
of contrast agent outside the arteries near the brain stem. 
The patient died and contusion of the brain was found 
amounting practically to a tear of the crus cerebri. 

F. M. Abeles 


818. The Lateral Cranial Silhouette in Mongolism 

F. S. Sewarp, A. F. Rocue, and S. SUNDERLAND. 
American Journal of Roentgenology, Radium Therapy, and 
Nuclear Medicine [Amer. J. Roentgenol.| 85, 653-658, 
April, 1961. 2 figs., 16 refs. 


This investigation was undertaken at the University 
of Melbourne, Australia, because there has been con- 
siderable variation of opinion as to the shape of the 
anterior portion of the cranium in mongols, while flatten- 
ing of the posterior part of the skull has been regarded 
by some clinicians as confirming the diagnosis, although 
few attempts have been made to evaluate the accuracy of 
these statements. The lateral silhouette of the skull was 
therefore measured in 11 boys aged 2 to 5 years, 11 adult 
males, and 11 adult females, all suffering from mongolism. 
On a tracing of the radiograph obtained in each case a 
perpendicular to the Frankfort horizontal plane was 
drawn through the basion. The mid-point of this per- 
pendicular was called “ C” and radii were drawn from 
it to the external cranial margin, the first radius being 
drawn parallel to the Frankfort plane and subsequent 
radii at intervals of 30 degrees. Measurements along 
these radii were expressed as percentages of the cranial 
height measured through the basion so as to allow of 
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comparison between skulls of different sizes. In addi- 
tion the maximum cranial length was recorded parallel 
to, and the maximum height at right angles to, the Frank- 
fort plane. 

Statistical analysis of the results showed that the fore- 
head may be unusually convex in mongoloid women and 
the distance between point C and the nasion may be 
short in mongoloid boys, but the sample being rather 
small, these differences may have been due to chance. 
In all three groups the total cranial height and cranial 
length were below normal values. No deviation from 
norma! in the contour of the posterior portion of the 
cranium was detected. John H. L. Conway-Hughes 


819. Nonmetrical Observations on Cranial Roentgeno- 
grams in Mongolism 

A. F. Rocue, F. S. Sewarp, and S. SUNDERLAND. 
American Journal of Roentgenology, Radium Therapy, and 
Nuclear Medicine [Amer. J. Roentgenol.| 85, 659-662, 
April, 1961. 1 fig., 35 refs. 


In this further study [see Abstract 818] the authors 
have examined radiographs of the skulls of 30 male and 
41 female mongoloid subjects aged from 2 to over 20 
years in order to determine what structural bone changes, 
if any, were present. They report the following observa- 
tions. (1) The sutures were wider than usual at ages 
when they are still open in normal children, suggesting 
that growth changes are spread over a longer period in 
mongols. (2) Metopism was found to be unusually 
common, being present in 30 (50°) of 59 patients over 
the age of 10 years (normal incidence 8-8 to 123%). 
(3) Irregular rarefied areas were not detected along the 


‘margins of the cranial bones, a finding in agreement with 


most earlier investigations. (4) No sutural bones were 
detected until after the age of 10 years and then only in 
the lambdoid suture; the frequency of occurrence was 
approximately the same as in normal individuals. (5) A 
frontal sinus shadow was not seen until after the age of 
10 years and then only in one male and 8 females. In all 
the others but one the sinuses were either grossly delayed 
in appearing or congenitally absent, an occurrence which 
must be regarded as being unusually frequent in mongols; 
in the exceptional case, in a female, both the frontal 
sinuses and the sphenoid sinus (illustrated in a radio- 
graph) were unusually large, a very rare finding in mon- 
gols. John H. L. Conway-Hughes 


820. Roentgenological Evaluation of the Left Atrium in 
Early Mitral Stenosis. [In English] : 

P. HALL, G. BiGrck, and N. M. OHLSSON. Acta medica 
Scandinavica [Acta med. scand.| 169, 313-322, March, 
1961. 5 figs., 13 refs. 


From a previous survey of 1,700 patients with a his- 
tory of rheumatic fever, other evidence of streptococcal 
infection, and/or valvular heart disease (J. chron. Dis., 
1955, 1, 591 (Abstr. Wid Med., 1956, 19, 139); Acta 
rheum. scand., 1955, 1, 119) the authors concluded that a 
slight but definite bulging of the posterior contour of the 
left atrium in the lateral view was a much more frequent 
radiological finding than was generally believed; but in 
view of Nylin’s (Acta med. scand., 1952, Suppl. 266, 797) 


impression that x-ray signs of mitral stenosis might 
precede the physical diagnosis the significance of the 
finding appeared to need reappraisal. For this reason 
they examined 150 patients with an x-ray apparatus 
electrically connected to an electrocardiographic (ECG) 
machine so that films could be obtained at any pre- 
determined phase of the cardiac cycle. The most 
marked variations in heart volume were found to occur 
with a low heart rate. When the heart was normal a 
localized slight posterior bulge of the left atrium was 
seen during the late systolic phase and at the beginning 
of the P wave. The periods when this may occur are 
said to be so short that they will rarely give rise to a false 
picture. Patients with an enlarged left atrium regularly 
showed a typical bulge throughout the cardiac cycle, so 
that exposure of the film at a predetermined heart phase 
was unlikely to improve the accuracy of diagnosis. 

The influence of phase of respiration was next investi- 
gated using a biplane roll-film changer with a connected 
ECG apparatus. It was found that during inspiration a 
posterior bulge of the left atrium gradually increases, and 
during expiration decreases and disappears; a film taken 
too early after a deep inspiration may consequently 
result in a false diagnosis. 

In view of these findings 39 patients of the previous 
series who had had firm or probable rheumatic fever 
were re-examined. It was now found that in all these 
patients except 7 the bulge of the left atrium was within 
normal limits. None of the patients with a more pro- 
nounced bulge had completely normal heart findings, 
although in some there was a lack of convincing evidence 
of valvular involvement. Furthermore, in the 9% of 
patients in the 1953 series who had mitral stenosis with 
or without incompetence the left atrium was of normal 
size. It was therefore concluded that it is not possible 
to establish the diagnosis of mitral stenosis by radiology 
alone. In spite of the exceptions mentioned above, how- 
ever, it is considered that a definite bulge of the left 
atrium carries a high degree of diagnostic validity; “a 
questionable x-ray sign should not be used to increase 


.the weight of a questionable physical finding in the diag- 


nosis of mitral valvular disease, whereas a negative x-ray 

finding should not detract from the importance of 

physical findings strongly suggestive of such disease ’’. 
John H. L. Conway-Hughes 


821. Selective Left Angiocardiography in Ventricular 
Septal Defect. (Der Ventrikelseptumdefekt im selek- 
tiven Laevokardiogramm) 
P. Tuurn, A. ScHagpe, H. H. Hitcer, and A. Dox. 
Fortschritte auf dem Gebiete der Réntgenstrahlen und der 
Nuklearmedizin (Fortschr. Réntgenstr.] 94, 305-323, 
March, 1961. 8 figs., 19 refs. 3 
Selective left angiocardiography is a necessary diag- 
nostic aid in those septal defects in which the shunt is 
from left to right and possibly also in cases of cross shunt. 
The advantage is that the contrast medium can be brought 
close to the abnormal opening and so is carried along 
with the prevailing stream of blood instead of against it. 
The orthodox method of angiography retains its rightful — 
place when the shunt is from right to left. Left angio- 
cardiography is equally obligatory in cases of a defect 


The 
wer 
n of 
1 to 
um- 
ad- 
actic 
ium 
fter 
ach 
iete 
chr. 
phy 
fain 
> of 
old 
and 
sits 
em. 
ind 
ND. 
58, 
sity 
on- 
the 
en- 
led 
igh 
of 
vas 
ult 
m. 
er- 
ym 
ng 
nt 
ng 
ial 
of 


262 


affecting both atria and ventricles, unless there is a 
definite right-to-left shunt. The left-sided method is 
helpful where it has to be decided whether a ventricular 
septal defect (V.S.D.) is an isolated defect or is combined 
with other malformations. The left-sided method also 
provides evidence as to whether there is combined in- 
competence of the aortic valves and allows differentiation 


_ from a patent ductus arteriosus. Even very small septal 


defects which would escape gas analysis can still be visual- 
ized. The authors prefer the Seldinger method and insert 
a catheter into the femoral artery. They condemn 
direct injection through the chest wall. [ 

The great advantages of left-sided angiocardiography 
are that the outflow tracts are clear of the shadow caused 
by the left auricle, there is no confusion due to opacified 
pulmonary vessels, and lastly, but most important, the 
shunted blood is properly loaded with undiluted dye. 
The most favourable positions for the method are the 
left lateral and left oblique projections. In cases of 
simple V.S.D. location of the defect is easy and the height 
of the hole in the septum can readily be assessed, especi- 
ally if it is related to the position of the aortic valve. The 
defect is generally most clearly visible in the early films. 
Defects in the membrane are best visualized in systole, 
but muscular defects late in diastole. If there is a com- 
mon atrio-ventricular canal the following possibilities 
arise: (1) an interatrial shunt; (2) an interventricular 
shunt; (3) a shunt from the left ventricle to the right 
auricle; (4) during diastole a shunt from the left auricle 
to the right ventricle; (5) in the presence of malforma- 
tion of the mitral valve, reflux from the left ventricle to 
the left auricle; and similarly (6) if there is malformation 
of the tricuspid valve, a reflux from the right ventricle 
to the right auricle. A shunt from the left ventricle to 
the right auricle is generally decisive. The most im- 
portant task is usually to decide whether there is a 
functional V.S.D. F. M. Abeles 


822. Kinking of the Aortic Arch and Subclinical Forms 
of Aortic Coarctation. (‘‘ Kinking” des Aortenbogens 
(Arcus aortae bicurvatus) und “forme fruste” der 
Aortenisthmusstenose) 

A. STecken, A. Beyer, and O. Ertpo. Fortschritte auf 
dem Gebiete der Réntgenstrahlen und der Nuklearmedizin 
[Fortschr. Réntgenstr.] 94, 333-345, March, 1961. 16 
figs. 

Writing from the Charité Hospital, Berlin, the authors 
draw attention to the fact that two conditions in the 
aorta may give rise to radiological appearances similar 
to those of true coarctation of the aorta, namely, (1) an 
abnormal kinking of the arch with elongation of the 
ascending aorta and (2) a rudimentary form of aortic 
coarctation. In both cases radiography will show some 
form of overlapping or notch formation on the left margin 
of the aortic shadow. 

In kinking of the aortic arch two curves are seen, the 
proximal being invariably higher than the distal posterior 
curve. Between the two curves there is a definite dip or 
saddle. The last part of the arch is generally anchored 
by a short, and often visible, arterial ligament, the 
residual arterial duct. Because of the double kink the 
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postero-anterior view usually shows the appearance of 
two overlapping aortic knobs. Contrary to the finding 
in cases of true aortic coarctation a kymogram will show 
no difference in the pulsation of the two arches. An 
awareness of the condition helps to avoid a mistaken 
diagnosis of mediastinal tumour. Occasionally also the 
malformation of the arch occurs in combination with a 
patent ductus or some other congenital abnormality. 
The condition of kinked aortic arch does not appear to 
be quite so rare as has been supposed, since the authors 
have seen 5 cases within a period of 6 months. 

In the second condition, that is, subclinical aortic 
coarctation, the finding is generally one of notching 
below the aortic knob, but a kymogram will show normal 
pulsations throughout. In these cases there are no 
clinical symptoms. F. M. Abeles 


823. The Double Contrast Method in Ulcerative Colitis. 
[In English] 3 

S. WELIN and F. BraHME. Acta radiologica [Acta radiol. 
(Stockh.)| 55, 257-271, April, 1961. 13 figs., 26 refs. 


Since 1953 the double contrast method has been used 
as a routine by the authors at the Allmanna Sjukhus, 
Malmé, Sweden, in the radiological investigation of the 
large intestine in “‘ more than 15,000 cases ”’ [apparently 
in 12,386 patients]. The authors’ technique has been 
described previously and the details are not repeated in 
this paper [but apparently “ clysodrast”’, containing 
tannin, is incorporated in the barium enema]. Changes 


suggestive of ulcerative colitis were found in 160 patients, ” 


“in most of whom the diagnosis was confirmed on 
proctoscopy ” or pathologically. In 13% the colitis was 
beyond the range of the proctoscope and in an unstated 
proportion of these patients the changes were too slight 
to show in the ordinary barium enema and post-evacua- 
tion examinations. [This contrasts with the finding of 
other authors that no advantage is gained by the double 
contrast method.] Excellent reproductions of radio- 
graphs demonstrate the various stages of colitis, from the 
granular surface of oedema without ulceration to deep 
“* collar-stud ” ulceration. Possibly because most of the 
cases were mild there was only one case of exacerbation. 
No perforation resulted from the air distension. 

There were 4 cases of “ malignant degeneration ”’, in 
2 of which there was no preceding history of colitis. In 
none of the 4 was the initial diagnosis made radiologic- 
ally. In addition to 17 cases of pseudopolyposis in which 
it was impossible to exclude true polypi one or more 
polypoid tumours were demonstrated in 36-5°% of the 
160 patients with ulcerative colitis, but in only 12% of 
the remaining 12,226 patients. [If this interesting differ- 
ence could be confirmed it would support the now un- 
fashionable view that the association between carcinoma 
and ulcerative colitis results from both conditions 
occurring more commonly in abnormal mucosa.] 

Denys Jennings 


824. Malignant Gastric Ulcer 
R. A. Kemp Harper and B. Green. Clinical Radiology 
[Clin. Radiol.} 12, 95-108, April, 1961. 20 figs., 10 refs. 
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825. Glucocorticoids (Prednisone and Prednisolone) in 
the Medical Treatment of the Irradiated Subject. (I 
corticoidi glico-attivi (prednisone e prednisolone) nella 
terapia medica dell’irradiato) 

G. Pisant and U. Nuvo.one. Radiobiologia, radio- 
terapia e fisica medica [Radiobiol. Radioter. Fis. med.} 15, 
326-340, 1960 [received May, 1961]. 28 refs. 


The administration of glucocorticoids should, on 
theoretical grounds, have a beneficial effect on local and 
general post-radiation reactions, which are due to toxic 
breakdown products of irradiated cells. From their 4 
years’ experience at the Ospedale Maggiore, Novara, of 
the use of glucocorticoids in over 1,000 cases the 
authors are convinced that these substances are now 
indispensable. Only two corticoids were used, namely, 
prednisone and prednisolone, and they were given by 
intramuscular or intravenous injection and rarely by 
mouth. They were equally effective, but prednisolone 
was somewhat better tolerated and caused fewer side- 
effects. In mild cases of radiation sickness 25 to 30 mg. 
was given daily on the appearance of symptoms, this 
being reduced to 15 to 20 mg. daily after 5 to 10 days and 
so continued for 15 to 25 days in all, that is, a total dose 
of 400 to 600 mg. Subjective improvement was rapid 
and side-effects rare. In patients in poor general con- 
dition in whom the development of severe symptoms 
seemed probable studies of hormone status, serum 
electrolytes, and blood cells were carried out and if 
adrenal deficiency was found corticoid therapy was 
instituted before proceeding to irradiation, a dosage of 
1 mg. per kg. body weight being given and continued 
throughout the treatment but thereafter gradually re- 
duced, the total dose being 1,500 to 2,000 mg. This 
schedule served both to supplement the adrenal deficiency 
and to treat the radiation symptoms. Radiation leuco- 
penia was not entirely prevented, but haematopoietic 
recovery was helped. 

Two groups especially benefited from this treatment, 
namely, patients with cerebral tumour (primary or 
secondary) and those with acute or subacute malignant 
reticuloses. In such cases 100 to 120 mg. of the corticoid 
per day was given intravenously, reduced to half this 
amount on improvement of symptoms, the final total 
being 1,000 to 2,500 mg. By this means oedema was 
prevented during and after treatment, often with dramatic 
benefit in advanced cases. Local reactions were also 
relieved, a dosage of 20 to 30 mg. daily intramuscularly, 
up to a total of 500 to 600 mg., resulting in lessening of 
the exudation, oedema, and erythema. Oecsophagitis 
improved in response to 60 to 90 mg. daily intravenously 
for 4 or 5 days, then 30 mg. for 10 days, up to 800 or 
900 mg. in all. Subcutaneous fibrosis also responded to 
this treatment combined with ultrasonic therapy. 

The authors state that corticoids are contraindicated in 
patients with necrotic or atrophic lesions. Treatment 
should be abandoned if there is no improvement after a 
total of 500 to 600 mg.; however, if the symptoms 
respond initially but reappear on reduction of dosage 
increased dosage should be given. It was found that 


metabolic changes were less than with cortisone, hydro- 
cortisone, or ACTH. Thus sodium retention, potassium 
depletion, and hypochloraemia were rarely found and a 
low-salt diet was seldom needed. Increased urinary 
nitrogen excretion was common and a high-protein diet 
was therefore given. Atrophy of the adrenal glands was 
rarely caused by the doses used, but it is a wise precaution 
to give the treatment in interrupted cycles, with interven- 
ing administration of ACTH as necessary. Side-effects 
included gastro-oesophageal pain, transitory hyperten- 
sion, palpitations, moon face, agitation, acne, hyper- 
trichosis, and water retention. These generally dis- 
appeared soon after cessation of treatment, but it is 
pointed out that prolonged dosage may cause chronic 
symptoms which are not relieved by simple cessation 
but only by gradual reduction of dosage, which should 
be the rule. There is an optimum dose level beyond 
which clinical deterioration sets in, but important side- 
effects were hardly ever seen when the total dose did not 
exceed 600 to 700 mg. The treatment can be repeated 
in subsequent courses of radiotherapy. J. Walter 


826. The Problem of Treatment of Hyperplasia of the 
Thymus in Relation to the Alleged Dangers of X-ray 
Therapy and the Results of Medical Treatment. (Il 
problema del trattamento della iperplasia timica in 
rapporto ai supposti pericoli della roentgenterapia e ai 
risultati della cura medica) 

G. GaRIBALDI and P. GUGLIANTINI. medica 
[Radiol. med. (Torino)| 46, 1159-1182, Dec., 1960 
[received April, 1961]. 8 figs., bibliography. 

In the past two decades the use of radiation treatment 
for benign hyperplasia of the thymus gland has declined 
almost to vanishing point. Several reasons account for 
this: some radiological enlargements are spurious, 
symptomless cases need no treatment, medical treatment 
is now available, and above all there have been reports 
of an association between radiotherapy and subsequent 
carcinoma of the thyroid gland. In this paper the 
authors review the literature on the subject and their own 
series of cases. Apparently brilliant results are certainly 
obtainable in 2 or 3 days with ACTH or the corticoster- 
oids, but relapse is common. In one group of 10 cases 
(with adequate follow-up) treated with prednisolone 
recurrence took place in 9. The side-effects of the drugs 
—anorexia, vomiting, impairment of growth, and reduced 
resistance to infection—are also important; the depres- 
sant effect of corticoids on the pituitary or adrenal gland 
is thought to be responsible for the recurrences. 

Cases of thyroid cancer following radiation to the 
thymus, reported chiefly from the U.S.A., are attributed 
by the authors to the use there of large fields (10 x 10 cm.), 
which inevitably include the thyroid gland, and large 
doses (up to 1,400 r. in several cycles). The authors’ 
technique is to use a field of 4x6 cm., delimited by lead 
rubber, with the upper margin at the level of the sterno- 
clavicular joints; if a larger field is considered necessary 
the thyroid gland is protected by lead rubber strips. 
Tests on a cadaver showed that for a dose of 50 r. to the 
thymus (at 180 kV.) and a field measuring 4x6 cm. the 
thyroid received 15 r. if unprotected, but only 5 r. if 
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protected; for a field measuring 10 x 15 cm. the corres- 
ponding doses were 40 and 15 r. A cycle of treatment 
consists of 3 treatments each of 50 r. given in one week, 
involving a dose to the thyroid of about 15 r.; it is noted 
that these doses are less than one-tenth of typical doses 
reported from the U.S.A. The authors conclude that 
x-ray therapy is still the treatment of choice for thymic 
hyperplasia. Medical treatment is too transient and is 
frequently followed by recurrence, whereas post-radiation 
recurrences are rare. The danger of thyroid cancer can 
be virtually abolished by the use of a proper ee 
J. Walter 


827. Morbid Anatomical Study of the Action of Radio- 
active Cobalt on Bronchial Carcinoma. (Etude anatomo- 
pathologique de l’action du cobalt 60 sur les cancers 
bronchiques) 

H. BoNNEAU, R. LIEUTAUD, and D. Sommer. Revue de 
tuberculose et de pneumologie [Rev. Tuberc. (Paris)] 25, 
29-40, Jan. [received April], 1961. 8 figs., 3 refs. 


After a short account of the theoretical advantages and 
disadvantages of radioactive cobalt (Co) radiation 
the authors describe in detail the macroscopic and micro- 
scopic changes occurring in the tumour and adjacent 
pulmonary tissues following ©°Co therapy in 3 patients 
with pulmonary lesions treated at the Regional Cancer 
Centre, Marseilles. In general the tissue changes in 
tumour and parenchyma were largely similar to those 
which attend equivalent x-ray treatment at 200 kV. 
The only marked differences noted were the expected 
skin sparing and perhaps a rather greater degree of 
hyperaemia in the tumour zone, the latter causing diffi- 
culty when post-irradiation surgery was attempted. 

J. Gordon Hewart 


828. X-ray Therapy of Pyogenic Granuloma. (Pentre- 
HOTepanHA MpH mHOoreHHOH rpaHyneme (6oTpHoMH- 
KOMe)) 

A. SnespMan. Becmnux J[epmamonoeuu u Benepo- 
Aoeuu (Vestn. Derm. Vener.) 35, 71-72, March, 1961. 


The author describes the x-ray treatment of 9 cases of 
pyogenic granuloma in patients aged 8 to 61 years. The 
amount of radiation required varied from three treatments 
with a total dose of 150 r. to 21 treatments with a total 
dose of 3,400 r. Treatment should begin with small 
doses of 50 to 100 r. at intervals of 1 to 2 days. If the 
lesion decreases in size after 4 or 5 treatments then a total 
dose of 1,000 r. should be sufficient. If such initial ther- 
apy is ineffective, then a greater daily dose of 150 to 
200 r. should be used. The author claims that this 
method may be used when the condition has recurred 
after other therapeutic measures. N. Hopewell 


829. The Use of Strychnine for the Prevention of Radia- 
tion Sickness during Radiotherapy. (Ontit npumeHeHnua 
CTpHXHHHa NpodunaTuku nyyesok SonesHu 
Tepanun) * 
P. M. Leonov. Meduyuncxan Paduonoeun [Med. 
Radiol. (Mosk.)\ 6, 7-11, March, 1961. 14 refs. 

This study of the value of strychnine for the preven- 
tion of radiation sickness during and following radio- 
therapy was carried out on 240 patients undergoing 
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combined radium therapy and x-irradiation for carcinoma 
of the uterus. To 125 of these patients 1 ml. of a 0-1% 
solution of strychnine nitrate was administered sub- 
cutaneously every other day, a total dose of about 20 ml. 
being received by each patient during the course of treat- 
ment. In comparison with the 115 patients who were 
not given strychnine and served as controls the treated 
patients had less nausea and vomiting, less general 
weakness, and little loss of appetite, while leucopenia and 
lymphopenia were both less marked and to about the 
same degree. A. Orley 


830. Radiation Treatment of Plastic Induration of the 
Penis. (Il trattamento radiante dell’induratio penis 
plastica) 

G. C. Pacmieri, F. Bono, and G. Boris. Radiobiologia, 
radioterapia e fisica medica |Radiobiol. Radioter. Fis. med.] 
16, 46-57, 1961. 36 refs. 


This paper describes the treatment by irradiation of 42 
cases of Peyronie’s disease (plastic induration of the penis) 
at the Radiological Institute of the University of Bologna 
during 1948-58. The aetiology and clinical picture of 
the condition are discussed and the literature and re- 
ported results of treatment reviewed. Medical treatment 
(with vitamin E, ACTH, cortisone, and hyaluronidase) 
is unsatisfactory and surgery is useless except for lesions 
that have become cartilaginous or bony. Radiation is 
thought to act indirectly by promoting vasodilatation 
and subsequent trophic change in fibrous tissue leading 
to resorption. 

The authors’ patients ranged in age from 22 to 72, most 
of them being between 40 and 60. The technique was 
individualized, depending on the size and site of the 
lesion, length of history, and patient’s age. For extensive 
and long-standing lesions in older men a radium mould 
was used; the testes cannot be adequately protected, but 
impairment of spermatogenesis is unimportant in such 
cases. In other cases x rays at 150 to 180 kV. were used 
with 2 opposed fields of 6x8 cm., 100 to 150 r. being 
given daily to each field to a total of 2,000 to 3,000 r.; 
the best resuits were obtained with the higher dosage 
level—600 to 700 r. weekly for 3 to 4 weeks. For local- 
ized, superficial lesions short-distance (Chaoul) therapy 
was used with 2 opposed fields giving 100 r. per field 
or one field giving 150 to 200 r. per day to a total of 
2,500 to 3,000 r. The results were assessed on a sympto- 
matic basis, including assessment of the degree of curva- 
ture of the penis and of functional restoration. In 5 
cases the result was “ excellent’, in 13 “‘ good ”’, and in 
6 “‘ poor ”’, while 8 patients showed no effect. The pal- 
pable lesions tended to regress, but rarely disappeared 
completely. Some patients were given vitamin E also 
(300 mg. per day for 2 months, then 150 mg. for 3 
months) and this is now used as a regular supplement to 
radiation. 

The authors conclude that irradiation is the treatment 
of choice for this disease, the best response being ob- 
tained in younger subjects and those with no underlying 
collagen dystrophy as shown by such conditions as 
Dupuytren’s contracture or fibrosis of the auricular 
cartilage. J. Walter 
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